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COMPOUNDS TO TREAT ALZHEIMER'S DISEASE 

This application is being filed as a PCT International Patent Application in 
the name of Elan Pharmaceuticals, Inc., a U.S. national corporation and resident, 
(Applicant for all countries) and Pharmacia & Upjohn Company, a U.S. national 
5 corporation (Applicant for all countries), on 29 June 2001, designating all countries 
except US. 

CROSS-REFERENCE TO RELATED APPLICATIONS 

This application claims priority to the following provisional applications: 
United States provisional application Serial No. 60/215, 323, filed June 30, 2000; 

1 0 United States provisional application Serial No. 60/252,736, filed November 22, 
2000; United States provisional application Serial No. 60/255,956, filed December 
15, 2000; United States provisional application Serial No. 60/268,497, filed 
February 13, 2001; United States provisional application Serial No. 60/279,779, 
filed March 29, 2001 ; and United States provisional application Serial No. 

15 60/295,589, filed June 4, 200L 



BACKGROUND OF THE INVENTION 

1. Field of the Invention 

The present invention is directed to compounds useful in treatment of 
20 Alzheimer's disease and similar diseases. 

2. Description of the Related Art 

Alzheimer's disease (AD) is a progressive degenerative disease of the brain 
primarily associated with aging. Clinical presentation of AD is characterized by loss 
25 of memory, cognition, reasoning, judgement, and orientation. As the disease 
progresses, motor, sensory, and linguistic abilities are also affected until there is 
global impairment of multiple cognitive functions. These cognitive losses occur 
gradually, but typically lead to severe impairment and eventual death in the range of 
four to twelve years. 

30 Alzheimer's disease is characterized by two major pathologic observations in 

the brain: neurofibrillary tangles and beta amyloid (or neuritic) plaques, comprised 
predominantly of an aggregate of a peptide fragment know as A beta. Individuals 
with AD exhibit characteristic beta-amyloid deposits in the brain (beta amyloid 
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plaques) and in cerebral blood vessels (beta amyloid angiopathy) as well as 
neurofibrillary tangles. Neurofibrillary tangles occur not only in Alzheimer's 
disease but also in other dementia-inducing disorders. On autopsy, large numbers of 
these lesions are generally found in areas of the human brain important for memory 
5 and cognition. 

Smaller numbers of these lesions in a more restricted anatomical distribution 
are found in the brains of most aged humans who do not have clinical AD. 
Amyloidogenic plaques and vascular amyloid angiopathy also characterize the 
brains of individuals with Trisomy 21 (Down's Syndrome), Hereditary Cerebral 

10 Hemorrhage with Amyloidosis of the Dutch-Type (HCHWA-D), and other 

neurogenerative disorders. Beta-amyloid is a defining feature of AD, now believed 
to be a causative precursor or factor in the development of the disease. Deposition 
of A beta in areas of the brain responsible for cognitive activities is a major factor in 
the development of AD. Beta-amyloid plaques are predominantly composed of 

15 amyloid beta peptide (A beta, also sometimes designated betaA4). A beta peptide is 
derived by proteolysis of the amyloid precursor protein (APP) and is comprised of 
39-42 amino acids. Several proteases called secretases are involved in the 
processing of APP. 

Cleavage of APP at the N-terminus of the A beta peptide by beta-secretase 

20 and at the C-terminus by one or more gamma-secretases constitutes the beta- 

amyloidogenic pathway, i.e. the pathway by which A beta is formed. Cleavage of 
APP by alpha-secretase produces alpha-sAPP, a secreted form of APP that does not 
result in beta-amyloid plaque formation. This alternate pathway precludes the 
formation of A beta peptide. A description of the proteolytic processing fragments 

25 of APP is found, for example, in U.S. Patent Nos. 5,441,870; 5,721,130; and 
5,942,400. 

An aspartyl protease has been identified as the enzyme responsible for 
processing of APP at the beta-secretase cleavage site. The beta-secretase enzyme 
has been disclosed using varied nomenclature, including BACE, Asp, and 
30 Memapsin. See, for example, Sinha etal., 1999, Nature 402:537-554 (p501) and 
published PCT application WO00/17369. 

Several lines of evidence indicate that progressive cerebral deposition of 
beta-amyloid peptide (A beta) plays a seminal role in the pathogenesis of AD and 
can precede cognitive symptoms by years or decades. See, for example, Selkoe, 
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1991, Neuron 6:487. Release of A beta from neuronal cells grown in culture and 
the presence of A beta in cerebrospinal fluid (CSF) of both normal individuals and 
AD patients has been demonstrated See, for example, Seubert et al, 1992, Nature 
359:325-327. 

5 It has been proposed that A beta peptide accumulates as a result of APP 

processing by beta-secretase, thus inhibition of this enzyme's activity is desirable 
for the treatement of AD. In vivo processing of APP at the beta-secretase cleavage 
site is thought to be a rate-limiting step in A beta production, and is thus a 
therapeutic target for the treatment of AD. See for example, Sabbagh, M., et al., 

1 0 1997, Ah. Dis. Rev. 3, 1 -19. 

B ACE1 knockout mice fail to produce A beta, and present a normal 
phenotype. When crossed with transgenic mice that overexpress APP, the progeny 
show reduced amounts of A beta in brain extracts as compared with control animals 
(Luo et. aL, 2001 Nature Neuroscience 4:231-232). This evidence further supports 

15 the proposal that inhibition of beta-secretase activity and reduction of A beta in the 
brain provides a therapeutic method for the treatment of AD and other beta amyloid 
disorders. 

Published PCT application WO00/47618 entitled "Beta-Secretase Enzyme 
Compositions and Methods" identifies the beta-secretase enzyme and methods of its 
20 use. This publication also discloses oligopeptide inhibitors that bind the enzyme's 
active site and are useful in affinity column purification of the enzyme;. In addition, 
WO00/77030 discloses tetrapeptide inhibitors of beta-secretase activity that are 
based on a statine molecule. 

Various pharmaceutical agents have been proposed for the treatment of 
25 Alzheimer's disease but without any real success. US Patent 5,175,281 discloses 21- 
aminosteroids as being useful for treating Alzheimer's disease. US Patent 5,502,1 87 
discloses bicyclic heterocyclic amines as being useful for treating Alzheimer's disease. 

US Patents 4,616,088 and 4,665,193 discloses hydroxyethylamine 
compounds as anti-hypertensive agents due to their ability to inhibit renin. 
30 US Patent 4,636,491 discloses various tetrapeptides which are useful as renin 

inhibitors. 

US Patent 4,749,792 discloses amino compounds useful as analgesics 
because of their ability to inhibit an enkephalin-degrading aminopeptidase. 
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US Patent 5,142,056 discloses peptide derivatives with a C 2 -symmetric 
dihydroxyethylene core as retroviral protease inhibitors. 

US Patents 5,461,067 and 5,753,652 disclose the synthesis of retroviral 
protease inhibitors. 

5 US Patent 5,475,138 and 5,631,405 disclose processes and various 

intermediates useful in the synthesis of selected protease inhibitors. 

US Patent 5,502,061 discloses HIV protease inhibitors containing an 
unsaturated caibocycle or heterocycle at the C -terminus. 

US Patent 5,545,640 discloses compounds which inhibit HIV protease 
10 activity. 

US Patent 5,516,784 discloses compounds active against retroviruses, 
including HIV. 

US Patent 5,602,175 discloses hydroxyethylamine compounds as retroviral 
protease inhibitors. 

15 US Patent 5,631,405 discloses a process for the formation of intermediates 

useful in the synthesis of selected protease inhibitors. 

US Patent 5,733,882 and International Publications WO 93/02057 and WO 
93/17003 disclose dipeptide analogs as retroviral protease inhibitors. 

US Patent 5,760,076 discloses hydroxyethylamino sulfonamide compounds 
20 as retrovirus protease inhibitors. 

US Patent 5,807,870 discloses hydroxyethylamine compounds for the 
inhibition of HIV protease. 

US Patent 5,827,891 discloses HTV protease inhibitors. 
US Patent 5,830,897 discloses hydroxyethylamino sulfonamide compounds 
25 as retrovirus protease inhibitors. 

US Patent 5,83 1,1 17 discloses a process and intermediates useful in 
retroviral protease inhibitor intermediates. 

US Patent 5,847,169 discloses a process for preparing amino epoxides 
involving the activation of the terminal hydroxyl of an aminodiol. 
30 US Patent 5,849,91 1 discloses hydroxyethylamine HIV protease inhibitors 

which form hydrazines with one of the amino groups; this amino group must also be 
alkylated. 

US Patent 5,922,770 discloses peptide derivatives which are useful in 
treating disorders resulting from a deficiency in growth hormone. 
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US Patent 6,013,658 discloses peptide derivatives which are useful in 
treating disorders resulting from a deficiency in growth hormone. 

US Patent 6,022,872 discloses hydroxyethylamino sulfonyl urea compounds 
as HIV protease inhibitors, 
5 US Patent 6,060,476 discloses hydroxyethylamino sulfonamide compounds 

as HIV protease inhibitors. 

International Publication WO 89/01488 discloses renin inhibiting peptides 
with a hydroxyefliylene or dihydroxyethylene isostere in the 1 0,1 1-position of the 
renin substrate angiotensinogert 
10 International Publication WO92/00750 discloses retroviral protease 

inhibitors. 

International Publication WO 94/04492 discloses hydroxyethylamine 
intermediates useful for the treatment of retroviral diseases such as HIV. This 
disclosure also presents epoxides as intermediates for the retroviral inhibitors. 

15 International Publication WO 95/06030 discloses epoxides, chloromethyl 

ketones, and alcohols prepared as intermediates for HIV protease inhibitors, with a 
single protecting group on the amine and arylalkyl side chain substituted with alkyl, 
nitro, nitrile, alkoxy, and tibioalkoxy; a preferred side chain is 4-fluorophenylmethyl. 
\ - - International Publication WO98/29401 discloses a method for the 

20 preparation of aminoepoxides from aminoaldehydes by which the aminoaldehyde 
continuously flows into a mixing zone containing an in situ generated halomethyl 
organometallic reagent 

International Publication W098/33795 discloses non-peptide inhibitors of 
cathepsin D. 

25 International Publication WO98/50342 discloses bis aminomethyl carbonyl 

compounds as inhibitors of cysteine and serine proteases. 

International Publication WO00/056335 discloses non-peptide inhibitors of 
aspartyl proteases. These compounds influence processing of the amyloid precursor 
protein APP. 

30 EP 0 609 625 discloses HIV protease inhibitors with only one noncyclized 

nitrogen atom. 

Bioorganic & Medicinal Chemistry Letters, 5, 721-726 (1995) describes the 
synthesis of compounds useful for the inhibition of HTV protease in which the C- 
tenninal nitrogen of the hydroxyethylamine compound is incorporated into a ring 
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system such that a piperidine ring, with an amide substituent next to the nitrogen, is 
formed. 

The hydroxyethylamine '^nucleus" or isostere, which is present in the 
compounds of the present invention has been employed with success in the area of 
5 HIV protease inhibition. Many of these hydroxyethylamine compounds are known 
as well as how to make them. See for example, J. Am. Chem. Soc, 93, 288-291 
(1993), Tetrahedron Letters, 28(45) 5569-5572 (1987), J. Med. Chem., 38(4), 581- 
584 (1994), Tetrahedron Letters, 38(4), 619-620 (1997). 

US Patent 5,648,51 1 discloses a diprotected aralkyl epoxide. 
10 US Patents 5,482,947; 5,508,294; 5,510,349; 5,510,388; 5,521,219; 

5,610,190; 5,639,769; 5,760,064; and 5,965,588 disclose monoprotected 
(substituted) aralkyl epoxides. 

Tetrahedron Lett., 30(40),5425-5428 (1989) discloses a process in which 
doubly protected alpha-amino aldehydes are transformed into the corresponding 
1 5 aminoalkyl epoxides. 

J. Med. Chem., 36, 2300 (1993) discloses an azide substituted benzyl 
epoxide. 

Tetrahedron Lett., 38, 3175 (1997) discloses aprocess for the preparation of 
N-BOC protected epoxides from protected amino acid esters. 
20 J. Med. Chem., 35, 2525 (1992) discloses hydroxyethylamine inhibitors of 

HIV protease. 

US Patent 5,481,011 discloses arylalkyl amino epoxides in which the amino 
group is protected by a carbamate functionality. 

Synlett, 6, 902 (2000) discloses the preparation of alpha-chloroketones of 
25 atninoprotected-(substituted)benzyl esters. 

US Patent 5,648,51 1 discloses a diprotected aralkyl alcohol. 

US Patents 5,482,947; 5,508,294; 5,510,349; 5,510,388; 5,521,219; 
5,610,190; 5,639,769; 5,760,064; and 5,965,588 disclose monoprotected 
(substituted) aralklyl alcohols. 
30 US Patents 5,482,947; 5,508,294; 5,510,349; 5,510,388; 5,521,219; 

5,610,190; 5,639,769; 5,760,064; and 5,965,588 disclose a process for removing the 
protecting group of the monoprotected (substituted) aralklyl alcohols to give the free 
amino alcohol product as the amine salt 
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US Patent 5,648,5 1 1 discloses the removal of the amino protecting group of 
the protected amino- alcohol (VIH) to give the free amino-alcohol (DC). 

US Patent 6,150,344 discloses phosphate containing compounds useful in 
treating Alzheimer's disease. 
5 EP 652 009 Al discloses inhibitors of aspartyl protease which inhibit beta- 

amyloid peptide production in cell culture and in vivo. The compounds which 
inhibit intracellular beta-amyloid peptide production are useful in treating 
Alzheimer's Disease. 

WO00/69262 discloses a new beta-secretase and its use in assays to screen 
1 0 for potential drug candidates against Alzheimer's disease. 

WOO 1/00663 discloses memapsin 2 (human beta-secretase) as well as 
catalytically active recombinant enzyme. In addition, a method of identifying 
inhibitors of memapsin 2, as well as two inhibitors are disclosed Both inhibitors 
that are disclosed are peptides. 
15 WO01/00665 discloses inhibitors of memapsin 2 that are useful in treating 

Alzheimer's disease. 

WO01/19797 discloses lactams of the formula -C-C-CO-N-lactam-W-X-Y- 
Z which are useful in treating Alzheimer's disease. 

At present there are no effective treatments for halting, preventing, or 
20 reversing the progression of Alzheimer's disease! Therefore, there is an urgent need 
for pharmaceutical agents capable of slowing the progression of Alzheimer's disease 
and/or preventing it in the first place. 

Compounds that are effective inhibitors of beta-secretase, that inhibit beta- 
secretase-mediated cleavage of APP, that are effective inhibitors of A beta 
25 production, and/or are effective to reduce amyloid beta deposits or plaques, are 
needed for the treatment and prevention of disease characterized by amyloid beta 
deposits or plaques, such as AD. 
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SUMMARY OF INVENTION 



Disclosed is a substituted amine of formula (X) 



OH 

6h nh 

I /\ 

Ri R2 R3 



(X) 



where Ri is: 

(I) Ci-C 6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of d-C 3 alkyl, C1-C7 alkyl 
10 (optionally substituted with d-C 3 alkyl and C]-C 3 alkoxy), -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C1-C3 alkoxy, -NR1JR1* where Ri. a and Ri-b are -H or Q-Q 
alkyl, -OC=0 NRi-aRi-b where R^ and Ri-b are as defined above, 

- - (EI) -CH2-S(0)o.2-(Ci-C 6 alkyl), ::; . v 

(DO) -CH 2 -CH2-S(0) w -(Ci-C 6 alkyl), *- 

15 (TV) C2-C6 alkenyl with one or twb double bonds^optionaUy ^ : 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , Ci-C 3 alkoxy, -NRi^i-b where R i<L and R^ are -H 
or Ci-C* alkyl, 

(V) C 2 -Q alkynyl with one or two triple bonds, optionally substituted 
20 with one, two or three substituents selected from the group consisting of -F, -CI, - 

OH, -SH, -ON, -CF 3 , Ct-C 3 alkoxy, -NRi-aRi-b where R t ^ and R rt are -H or Ci-C* 
alkyl, 

(VI) -(CH 2 )ai-(Rt^iyO where m is zero or one and where Ri-^i is 
phenyl, 1-naphthyl, 2-naphthyl and indanyl, indenyl, dihydronaphthayl, tetralinyl 

25 optionally substituted with one, two, three or four of the following substituents on 
the aryl ring: 

(A) C1-C6 alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -NRi-aRi-b where R^ and Ri* are as defined above, -ON, -CF 3 , C r C 3 alkoxy, 
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(B) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NR^Ri^ where Ri_a and R14, are -H 
or Ci-C 6 alkyl, 

5 (C) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NR^Ri^, where Ri* and Ri-b are -H 
orCi-C 6 alkyl, 

(D)-F,Cl,-Brand-I, 
10 (F) -C1-C6 alkoxy optionally substituted with one, two or 

three -F, 

(G) -NR N -2Rn-3 where Rn-2 and R^-3 are as defined below, 
<H)-OH, 

(I) -ON, 

15 (J) C3-C7 cycloalkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRi-aRi-b where Ri_ a and R14, are -H or Ci-C 6 alkyl, 
(K)-CO-(Ct-C 4 alkyl), 

(L) -S02-NRi-aRi-b where RjVa arid ELi-b are as deffiS abbv^, 
20 (M) -CO-NRmRi^ where Ri^ and Ri_b are as defined above, 

(N)-S02-(Ci-C 4 alkyl), 
(VII) -(CH 2 )ni-(Ri.hcteroaiyi) where ni is as defined above and where 
Ri-heteroatyi is selected from the group consisting of: 
pyridinyl, 

25 pyrimidinyl, 

quinolinyl, 
benzothienyl, 
indolyl, 
indolinyl, 

30 pryidazdnyl, 

pyrazinyl, 
isoindolyl, 
isoquinolyl, 
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quinazolinyl, 

quinoxalinyl, 

phthalazdnyl, 

inridazolyl, 

isoxazolyl, 

pyrazolyl, 

oxazolyl, 

thiazolyl, 

indolizinyl, 

indazolyl, 

benzothiazolyl, 

beiramidazolyl, 

benzofuranyl, 

furanyl, 

thienyl, 

pyrrolyl, 

oxadiazolyl, 

thiadiazolyl, 

triazolyl, 

tetrazolyl, 7,./* 

oxazolopyridinyl, 

imidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

ciiuiolinyl, 

carbazolyl, 

beta-carbolinyL, 

isochromanyl, 

chromanyl, 

tetrahydroisoquirioliiiyl, 
isoindolinyl, 

isobenzoteti^ydrofuranyL, 
isobaizotetrahydrothienyl, 
isobenzothienyl, 
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benzoxazolyl, 

pyridopyridinyl, 

ben2X>tetrahydioJEuranyl, 

benzotetrahydrofhieayl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazinyl, 

phenothiazinyl, 

pteridinyl, 

benzothiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 

dihydrobenzisoxazinyl, 

benzisoxazinyl, 

benzoxazinyl, 

d^ydrobenzisothiazinyl, 

benzopyranyl, 

benzofhiopyranyl, 

coumarinyl, 

isocoumarinyl, 

chromonyl, 

chromanonyl, 

pyridinyl-N-oxide 

tetrahydroquinolinyl 

dihydroquinolinyl 

dihydroquinolinonyl 

dihydroisoquiaolinonyl 

dihydrocoumarinyl 

dihydroisocxjumariiiyl 

isoindolinonyl 

benzodioxanyl 

benzoxazolinonyl 

pycrolyl N-oxide, 
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pyrimidinyl N-oxide, 

pyridazdnyl N-oxide, 

pyrazmyl N-oxide, 

qtrinolinyl N-oxide, 
5 indolyl N-oxide, 

indolinyl N-oxide, 

isoquinolyl N-oxide, 

quinazolinyl N-oxide, 

quinoxalinyl N-oxide, 
1 0 phthalazinyl N-oxide, 

imidazolyl N-oxide, 

isoxazolyl N-oxide, 

oxazolyl N-oxide, 

thiazolyl N-oxide, 
15 indolizinyl N-oxide, 

indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benziinidazolyl N-oxide, 

pyirolyl N-oxide, 
20 oxadiazolyl N-oxide, 

fhiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 

benzothiopyranyl S -oxide, 
25 benzothiopyranyl S,S-dioxide, 

where the Ri-heteroaryi group is bonded to -(CH^r by any ring 
atom of the parent RN-hetero*yi group substituted by hydrogen such that the new bond 
to the Ri-heteroaryi group replaces the hydrogen atom and its bond, where heteroaryl is 
optionally substituted with one, two, three or four of: 
30 (1) C]-C 6 alkyl optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -NRiJRi-b where and R14, are as defined above, -ON, -CF 3 , C1-C3 alkoxy, 
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(2) C 2 -C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -Q, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi^Ri^ where Ri« and R u are -H 
or Ci-C 6 alkyl, 

5 (3) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, -NRiJfci-b where Ri_e and R 14j are -H 
or Ci-Q> alkyl, 

(4)-F, -CI, -Br and -I, 
10 (6) -C1-C6 alkoxy optionally substituted with one, two, or 

three -F, 

(7) -NRn-2Rn-3 where Rn-2 and Rn-3 are as defined below, 

(8) -OH, 

(9) -ON, 

15 (10) C3-C7 cycloalkyl, optionally substituted with one, two or 

three substituents selected from the group cpnsisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , CrC 3 alkoxy, -NRi-JR^ where Ri-a and Ri_b are -H or Ci-Ce alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

(12) -S02-NRi-aRi^b fwhere Ru and Ri* are as defined above, 
20 (13) -CO-NRi_eRi_b where Ri^ arid Ri-b are as defined above, 

(14) -S0 2 -(Ci-C4 alkyl), with the proviso that when ni is zero 
Ri-hctcroaiyi is not bonded to the carbon chain by nitrogen, 

(VIE) -(CH 2 )ni-(Ri^eterocycie) where ni is as defined above and 
Ri-bctcrocycte is selected from the group consisting of: 
25 moipholinyl, 

thiomoipholinyl, 
thiomorpholinyl S-oxide, 
tfaiomorpholinyl S,S-dioxide, 
piperazinyl, 
30 homopiperazinyl, 

pyrrolidinyl, 
pyrrolinyl, 
tetrahydropyranyl, 
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piperidinyl, 

tetrahydrofuranyl, 

tetrahydrothienyl, 

homopiperidinyl, 
5 homomorpholinyl, 

homothiomorpholinyl, 

homothiomorpholinyl S,S-dioxide, and 

oxazolidinonyl, 

dihydropyrazolyl 
10 dihydropyrrolyl 

dihydropyrazinyl 

dihydropyridinyl 

dihydropyrimidinyl 

dihydroftryl 
15 dihydropyranyl 

tetrahydrothienyl S-oxide 

tetrahydrothienyl S,S-dioxide 

homothiomorpholinyl S-oxide a " J 

where the Ri-heterocyde group is bonded by any atom of the parent -BTueterocycie group 
20 substituted by hydrogen such that the new bond to the Ri^^^cS gro&p replaces the 
hydrogen atom and its bond, where heterocycie is optionally substituted with one, 
two, three or four: 

(1) d-Ce alkyl optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, - 

25 OH, -SH, -NRi-aRi^, where R u and are as defined above, -ON, -CF 3 , C r C 3 
alkoxy, 

(2) C2-Q alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents selected from the group 
consisting of-F, -CI, -OH, -SH, -ON, -CF 3 , Ci-C 3 alkoxy, -NRiJli-b where R^ 

30 and Ri_b are -H or Ci-C* alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, 
optionally substituted with one, two or three substituents selected from the group 
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consisting of-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NR^R^ where Ri-a 
and Ri_b are -H or Ci-Ce alkyL, 

(4) -F, -CI, -Br and -I, 

(5) Ci-C 6 alkoxy, 

5 (6) -Ci-Cs alkoxy optionally substituted with one, two, 



or three -F, 
below, 



(7) -NRn. 2 Rn-3 where Rn-2 and R^-3 are as defined 



(8) -OH, 

10 (9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, 
two or three substituents selected from the group consisting of-F, -CI, -OH, -SH 
-ON, -CF 3 , C1-C3 alkoxy, -NRi- a Ri-b where R^ and Ri. b are -H or Ci-C 6 alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

15 (12) -S02-NRi-aRi.b where Ri* and Ri* are as defined 

above, 

(13) -CO-NRi Jli-b where Ri* and Ri_b are as defined 
above, 

(14) -S0 2 -(C,-C 4 alkyl), , . 
20 (15) =0, with the proviso that when ni is zero Ri. 

heterocycie is not bonded to the carbon chain by nitrogen; 
where R 2 is selected from the group consisting of: 
(D-H, 

(II) Ci-Ce alkyl, optionally substituted with one, two or three 
25 substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF3/C1-C3 alkoxy, -NRi-aHi-b where Ri_ a and Ri_b are as defined above, 
(HI) -(CH 2 )(M-R2.i where R 2 _i is R^ or Rt-hetcroaiyi where Ri-^ and 
Ri-beteroaryi are as defined above; 

(TV) C 2 -C6 alkenyl with one or two double bonds, optionally 
30 substituted with one, two or three substituents selected from the group consisting of 
-F, -d, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NR^i-b where R^ and R14, are -H 
or Ci-C 6 alkyl, 
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(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted 
with one, two or three substituents selected from the group consisting of -F, -CI, - 
OH, -SH, -ON, -CF 3 , Q-C3 alkoxy, -NRi-aRi-b where R M and R u> are -H or Ci-C 6 
alkyl, 

5 (VI) -(CH 2 )<m- C3-C7 cycloalkyl, optionally substituted with one, two 

or three substituents selected from the group consisting of -F, -CL, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRi^Ri^ where Ri^ and Ri-b are -H or Ci-C 6 alkyl, 
where R3 is selected from the group consisting of: 
(0-H, 

10 (II) C1-C6 alkyl, optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, J, -OH, 
-SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi^R^ where Ri- a and Ri_b are as defined above, 
(ID) -(CH 2 )(m-R2.i where R 2 -i is Ri^i or Ri-heteroaryi where Ri^yi and 
Ri-heteroaryi are as defined above; 

15 (IV) C2-C6 alkenyl with one or two double bonds, 

(V) C2-C6 alkynyl with one or two triple bonds, 

(VI) -(CH2V4- C3-C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF3, Ci-C 3 alkoxy, -NRiJli-b where R u and R t -b are -H or C1-Q5 alkyl, • 

20 and where R 2 and R 3 are taken together with the carbon to which they are attached to 
form a carbocycle of three, four, five, six, and seven carbon atoms, optionally where 
one carbon atom is replaced by a heteroatom selected from the group consisting of - 
0-, -S-, -SO2-, -NRn-2-, where R^is as defined below; 
where R N is: 

25 (I) Rn-i-Xn- where X* is selected from the group consisting of: 

(A) -CO-, 

(B) -S0 2 -, 

(C) -(CR'R")^ where R' and R" are the same or different and 
are -H and C1-C4 alkyl, 

30 (D) -CO-(CRTR^i^-Xn-i where Xh-\ is selected from the 

group consisting of-O-, -S- and -NR'- and where R' and R" are as defined above, 
(E) a single bond; 
where Rn-i is selected from the group consisting of: 
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(A) RN.aryi where Rn-ayi is phenyl, 1-naphthyl, 2-naphlhyl, 
tetralinyl, indanyl, dihydronaphthyl or 6 J,8,94etrahydro-5H-benzo[a]cycloheptenyl, 
optionally substituted with one, two or three of the following substituents which can 
be the same or different and are: 
5 (1) Ci-Ce alkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -ON, -CF3, C1-C3 alkoxy, -NRi^R^ where Ri^ and Ri-b are as defined 
above, 

(2) -OH, 

10 (3)-N0 2 , 

(4) -F, -CI, -Br, -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH 2 )(m-C0-NRn-2Rn-3 where Rn-2 and Rn-3 are 
15 the same or different and are selected from the group consisting of: 

(b) -C1-C6 alkyl optionally substituted with one 
substituted selected from the group consisting of: 

; - (i)-OH,- 

20 (ii)-NH 2 , 

(c) -C1-C6 alkyl optionally substituted with one 

to three -F, -CI, -Br, -I, 

(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alfc/lHC 3 -C7 cycloalkyl), 
25 (0 -(Ci-C 6 alkyl)-0-(Ci-C 3 alkyl), 



bonds, 



(g) -C2-C6 alkenyl with one or two double 

(h) -C2-C6 alkynyl with one or two triple 



bonds, 

30 (i) -Ci-Ce alkyl chain with one double bond 



and one triple bond, 



(j) -Rt-aryi where Ri-aiyi is as defined above, 
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5 three double bonds), 
three triple bonds), 

10 above, 

defined above, 
defined above, 

15 
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00 -Rl-heteroaiyl Where Ri-heteroary! IS *S defined 

(8) -(CHz^-CO-CCi-dz alkyl), 

(9) -(CH 2 )(M-CO-(C2-Ci2 alkenyl with one, two or 

(10) -(CH 2 )o^-CO-(C2-Ci2 alkynyl with one, two or 

(11) -(^(M-CO-^a-Cy cycloalkyl), 

(12) «(CH 2 )(M-CO-Ri^ryi where Ri^i is as defined 

(13) -(CHa^-CO-Ri^eteroaiyl where Rl-hetsraaryl IS *S 

(14) -(CH2)cM-CO-Ri^eteK>cyclc where Rl^eterocycle IS as 



(15) ^CH 2 )o-4-CO-Rn-4 where R>m is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrohdinyl where each group is 
optionally substituted with one,.two, three, or four of Ci-Ce alkyl, 
20 (16) -(CH 2 )o^-CO-0-Rn- 5 where R^-s is selected from 

the group consisting of: 

(a) Ci-C 6 alkyl, 

(b) -(CH 2 )o-2-(Ri-aryi) where Ri^yi is as defined 



25 



30 



above, 
bonds, 
bonds, 

defined above, 
as defined above, 



(c) C2-C 6 alkenyl containing one or two double 

(d) C2-C6 alkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, 

(f) -(CH^wO^l-heteroaryl) where Rl-heteroaryl is as 

(17) -(CH 2 )m-S0 2 -NRk.2Rn-3 where Rn-2 and Rn-3 are 

(18) -(CH 2 )<m-SO(Ci-C 8 alkyl), 
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(19) -(CBWcm-SCWCi-Cu alkyl), 

(20) -(CH 2 )(m-S02-(C3-C7 cycloalkyl), 

(21) -(CH 2 )(m-N(H or Rn. 5 )-CO-0-Rn- 5 where Rm. 5 
can be the same or different and is as defined above, 

5 (22) -(CH 2 )(M-N(H or R^ 5 )-CO-N(Rn. 5 )2, where R^ 5 

can be the same or different and is as defined above, 

(23) <CH2WN-CS-N(R^5)2 5 where R K -5 can be the 
same or different and is as defined above, 

(24) -(CH 2 )(m-N(-H or R N . 5 )-CO-R*i-2 where Rn. 5 and 
10 Rn_2 can be the same or different and are as defined above, 

(25) -{CH2WNRM-2KN-3 where Rn- 2 and Rn-3 can be 
the same or different and are as defined above, 

(26) -(CH 2 )(m-Rn-4 where Rj*4 is as defined above, 

(27) -(^o^-O-CO-^t-Cfi alkyl), 

15 (28) <CH 2 )o^O-P(OHOR^aryi-i)2 where Rn-^i-i is -H 

or C1-C4 alkyl, 

above, 

20 above, 

above, 



(29) -(CH2)o-4-0-CO-N(Rn-5)2 where Rn- 5 is as defined 

(30) -(CH^^S-NtoiWerB Rw-5 is as defined 

(31) -(CH 2 )o^-0-(R N . 5 )2 where Rn^s is as defined 

(32) -(CH2)o-4-0-( Rn. 5 )z-COOH where Rn-5 is as 



defined above, 

25 (33) -(CH 2 )<m-S-( Rn_ 5 ) 2 where Rn-5 is as defined 

above, 

(34) -(CH 2 )<w-0-(Ci-C 6 alkyl optionally substituted 
with one, two, three, four, or five of -F), 

(35) C3-C7 cycloalkyl, 

30 (36) C 2 -C6 alkenyl with one or two double bonds 

optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci- 
C3 alkoxy, -NRi^Ri^ where R\-& and Ru, are as defined above, 
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(37) C2-C6 alkynyl with one or two triple bonds 
optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -J, -OH, -SH, -ON, -CF3, C r 
C3 alkoxy, -NRi JRi-b where R u and R]. b are as defined above, 

(38) -(CH 2 )o-4-N(-H or Rn-5>S02-Rn-2 where Rn_s and 
5 Rn-2 can be the same or different and are as described above, 

(39) -(CH 2 )<m- C3-C7 cycloalkyl, 

(B) -RN-hetemaryl where Rw-heteroaryi IS Selected from the gTOUp 

consisting of: 

pyridinyl, 

10 pyrimidinyl, 

quinolinyl, 
benzothienyl, 
indolyl, 
indolinyl, 

15 piyidazinyl, 

pyrazinyl, 

isoindolyl, . . - . 

isoquinolyl, 

quinazolinyl, _ ; s^-j. ■»-<=* 

20 quinoxalinyl, 

phthalazinyl, 
imidazolyl, 
isoxazolyl, 
pyrazolyl, 

25 oxazolyl, 

thiazolyl, 
indolizinyl, 
indazolyl, 
benzothiazolyL, 

30 benzimidazolyl, 

benzofuranyl, 
furanyl, 
thienyl, 
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pynolyl, 

oxadiazolyl, 

thiadiazolyl, 

triazolyl, 

tetrazolyl, 

oxazotopyridinyl, 

imidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

cinnolinyl, 

caibazolyl, 

beta-carbolinyl, 

isochromanyl, 

chromanyl, 

tetxahydroisoquiiiolinyl, 
isoindolinyl, 

isobenzotetrahydrofiiranyl, 

isobenzotetrahydrofhienyl, 

isobenzothienyl, 

benzoxazolyl, 

pyridopyridinyl, 

benzotetrahydrofcranyl, 

benzotetrahydrothienyl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

henoxazinyl, 

phenotbiazinyl, 

pteridinyl, 

benzotbiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 

dihydrobenzisoxazinyl, 

benzisoxazinyl, 
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benzoxazinyl, 
dihydrobenzdsothiazinyl, 
benzopyranyl, 
benzottriopyranyl, 
coumarinyl, 
isocoumarinyl, 
chromonyl, 
chromanonyl, 
pyridinyl-N-oxide, 
tetrahydroquinolinyl 
dihydroquinolinyl 
dihydroquinolinonyl 
dihydroisoquinolinonyl 
dihydrocoumarinyl 
dihydroisocoumarinyl 
isoindolinonyl 
benzodioxanyl 
benzoxazolinonyl 
pyrrolyl N-oxide, 
pyrimidinyl N-oxide, 
pyridazinyl N-oxide, 
pyrazinyl N-oxide, 
quinolinyl N-oxide, 
indolyl N-oxide, 
mdolinyl N-oxide, 
isoquinolyl N-oxide, 
qirinazolinyl N-oxide, 
qvrinoxaliny 1 N-oxide, 
phthalazinyl N-oxide, 
imidazolyl N-oxide, 
isoxazolyl N-oxide, 
oxazolyl N-oxide, 
thiazolyl N-oxide, 
indolizinyi N-oxide, 
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indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benzimidazolyl N-oxide, 

pyrrolyl N-oxide, 
5 oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 

benzothiopyranyl S-oxide, 
1 0 benzothiopyranyl S,S-dioxide, 

where the RN-heteroaryi group is bonded by any atom of the parent R^eteiwyi group 
substituted by hydrogen such that the new bond to the RN-heteroaryi group replaces the 
hydrogen atom and its bond, where heteroaryl is optionally substituted with one, 
two, three, or four of: 

15 (1) C1-C6 alkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, - 
OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi^Ri-b where Ri* and R t . b are as defined 
above, 

(2) -OH, 

20 (3)-NOz, 

(4) -F, -CI, -Br, -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH 2 )(M-CO-NR N .2R^3 where R^and R*i, 3 are 
25 the same or different and are selected from the group consisting of: 

(a) -H, 

(b) -Ci-Ce alkyl optionally substituted with one 
substituted selected from the group consisting of: 

O-OH, 

30 (ii)-NH 2 , 

(c) -Ci-Ce alkyl optionally substituted with one 

to three -F, -CI, -Br, -I, 

(d) -C 3 -C 7 cycloalkyl, 
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10 



15 



20 



bonds, 
bonds, 

and one triple bond, 
above, 

three double bonds), 
three triple bonds), 

above, 

defined above, 
defined above, 



(e) -(C r C 2 alkyl>(C 3 -C7 cycloalkyl), 

(f) -(Ci-Q alkyl)-0-(Ci-C 3 alkyl), 

(g) -C 2 -C 6 aflcenyl with one or two double 

(h) -C2-C6 alkynyl with one or two triple 

(i) -C1-C6 alkyl chain with one double bond 

(j) -Ri-aiyi where Ri-aryi is as defined above, 
(k) -Ri-heteroaiyi where Ri-heteroaiyi is as defined 

(8) -(CH 2 )(m-CO-{Ci-C,2 alkyl), 

(9) -(CH 2 )(M-CO(C2-Ci2 alkenyl with one, two or 

(10) -(CH 2 )(M-CO-(C2-Ci2 alkynyl with one, two or 

(11) -(CH 2 )(M-CO-(C3-C7 cycloalkyl), 

(12) KC^2)(M-C6-Ri-aryi where Ru^ is as defined 

(13) ^^WCO-Ri^ieteroaryt where Rl-hcteroaryl IS as 

(14) -<CH 2 )(M-CO-'Ri4i C t e n>cycic where Ri^terocycie is as 



(15) -(CH 2 )o4-CO-Rn^ where R N ^ is selected from the 
25 group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyi, 

homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substituted with one, two, three, or four of CrC 6 alkyl, 

(16) -{CT^WCO-ORn-s where R N -s is selected from 

30 the group consisting of: 

(a) Ci-C 6 alkyl 

(b) -(CH2)o-2-(Ri-myO where Ri^ is as defined 

above, 
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bonds, 
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defined above, 
as defined above, 



(c) C 2 -C6 alkenyl containing one or two double 

(d) C2-C6 aJkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, 

(f) -CCH 2 )o-2-(Rl-hctoDaryl) Where Ri^eteoaryl IS as 

(17) -<CH 2 )(M-SOr-NRN-2RN-3 where Rn-2 and R N -3 are 



10 



(18) ^CH^-SCMCi-Cg alkyl), 

(19) .(CH 2 )(M-S02.(Ci«Ci2 alkyl), 

(20) -(CH 2 )(M'S02<C3-C7 cycloalkyl), 

(21) -(CH 2 ) 0 ^N(H or R*„5 )-CO-0-Rn- 5 where R N - 5 
can be the same or different and is as defined above, 

15 (22) <afe)<M-N(H or R N _ 5 )-CO-N(R N -5)2, where R^ 5 

can be the same or different and is as defined above, 

(23) -(0312)0^-08^^5)2, where Rn. 5 can be the 
same or different and is as defined above, 

(24) -(CH 2 ) 0 -4-N(-H or R^GO-Rn-s where R N - 5 and 
20 Rn_ 2 can be the same or different and are as defined above, 

(25) -(CH 2 )o^NRn-2Rn-3 where R N ~2 and Rn-3 can be 
the same or different and are as defined above, 

(26) -(CH 2 )o-4-Rn-4 where R*w is as defined above, 

(27) -(C3l2)o-4-0-CO-(CrC6 alkyl), 

(28) <CH 2 )o^-0-P(0)-(ORNs n yM)2 where R^m is -H 



25 



or C1-C4 alkyl, 
above, 
30 above, 
above, 

defined above, 



(29) -(CH2)(m-0-CO-N(Rn.5)2 where R^ is as defined 

(30) -(012)0^-0-08^(^5)2 where Rn. 5 is as defined 

(31) -<CH 2 )(m-CMRn-5)2 where R N -5 is as defined 

(32) <CH 2 >m-0-( Rk-s)2-COOH where R^ 5 is as 
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(33) -<CH2)(m-S-( Rn-s) 2 where R^ 5 is as defined 

above, 

(34) -(CH 2 )(m-0-(Ci-C6 alkyl optionatty substituted 
with one, two, three, four, or five of -F), 

5 (35) C3-C7 cycloalkyl, 

(36) C 2 -C 6 alkenyl with one or two double bonds 
optionaUy substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -feN, -CF 3 , Q- 
C3 alkoxy, -NRuRi-b where Ri^ and R14, are as defined above, 

(37) C2-C6 alkynyl with one or two triple bonds 

10 optionaUy substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci- 
C 3 alkoxy, -NRi JRi* where R u and Ri-b are as defined above, 

(38) -(CH 2 )o-rN(-H or Rn-s)-S0 2 -Rn-2 where Rn^s and 
Rh_ 2 can be the same or different and are as described above, 

(39) -(CH 2 )(m- C3-C7 cycloalkyl, 

1 5 (C) RN-aryl-W-RN-aryl, 

(D) RNnayrW-RN4ieteroaryb 

(E) Rw-aryr W-RN-i-hetBTocycic where R^heterocycie is defined as Ri . 
beterocycie is defined above, 

(F) RN-hetcroaryl-W*-RN-aryl, ,. # ~. t . .v-;. ,. 
20 (G) RN-heteroaryrW-RN4ieteroaryl, 

(H) RN-heto^rW-RN-uhcteiocycie, where RN-i-hetemcycie is defined 
as Rt-heterocycieis defined above, 

(0 RN-heterocycle-W-RN-aryb 
(J) RN-hetcrocycle-W-RN-hetenoaryU 
25 (K) RN-het3crocycl6-W-R^-l-heteTocyclej 

where W is 

(1) -(CH 2 W, 

(2) -0-, 

(3) -S(0)o. r , 

30 (4) -N(Rn-5> where Rn-5 is as defined above, or 

(5) -CO- 
COO -CO-(C]-Cio alkyl) where alkyl is optionally substituted with one 
two or three substitutenls selected from the group consisting of: 
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(A) -OH, 

03) -Ci-C* aDcoxy, 

(C) -Q-C* thioaDcoxy, 

(D) -COORn-s where R N -a is -H, Ci-C 6 alkyl or -phenyl, 
5 (E) -CO-NRn-2Rw-3 where Rn-2 and Rn-3 are the same or 

different and are as defined above, 

(F) -CO-Rn.4 where Rn-4 is as defined above, 

(G) -S0 2 -(Ci-C8 alkyl), 

(H) -S0 2 -NRn-2Rn-3 where Rn-2 and Rn- 3 are the same or 
10 different and are as defined above, 

(T) -NH-CO-(Ci-C 6 alkyl), 
(J) -NH-CO-O-Rn-8 where Rn-8 is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 
15 (L) -Rn-4 where R*m is as defined above, 

(M) -O-CCKQ-Ce alkyl), 

(N) -O-CO-NRn-sRn-s where Rn-8 are the same or different 
and are as defined above, 

^ (O) -CMCrC 5 alkyl)-COOH, 

20 (P) -0-{Ci-C6 alkyl optionally substitued with one, two, or 

three of -F, -CI, -Br, -I), 

(CS-NH^-^-Ce alkyl), 

(R)-F,-C1, 

(III) -CO-(Ci-C 6 alkyl)-0-(Ci-C6 alkyl) where alkyl is optionally 
25 substituted with one, two, or three substitutents selected from the group consisting of 



(A) -OH, 

(B) -CrC 6 aDcoxy, 

(C) -Ci-C 6 thioalkoxy, 

30 (D) -CO-O-Rn-s where Rn-s is -H, C r C 6 alkyl or -phenyl, 

(B) -CO-NRn-2&« where Rn-2 and Rn_ 3 are the same or 
different and are as defined above, 

(F) -CORfM where Rh-4 is as defined above, 
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(Q-SQKCi-CgalkyI), 

(H) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

(I) -NH-C(>(Ci-C6alkyl), 

5 (J) -MH-COO-Rn-8 where Rn-s is as defined above, 

(K) -NRn-2Rn-3 where R N -2 and R N -3 are the same or difFerent 
and are as defined above, 

(L) -Rn-4 where R*^ is as defined above, 
(M)-0-CO<Ci-C 6 alkyl), 
10 (N) -O-CO-NRn-sRn-8 where Rh* are the same or difFerent 

and are as defined above, 

(O) -CKC1-C5 alkyl)-COOH, 

(P) -CKCi-C* alkyl optionally substitued with one, two, or 
threeof-F,-CI,-Br,-I), 
15 (Q) -NH-S0 2 -(Ci-C6 alkyl), 

(R)-F,-C1, 

(TV) -CO-(C r C 6 alkyl}-S-(CrC6 alkyl) where alkyl is optionally 
substituted with one, two, or three of substitutents selected from the group consisting 
. of: : -.. ' 

20 (A)~OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -CO-O-Rn-s where R^-s is as defined above, 

(E) -CO-NRn.2Rn-3 where R N -z and Rn-3 are the same or 
25 different and are as defined above, 

(F) -CO-Rn-4 where R^ is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl), 

(H) -S0 2 -NRn-2Rn-.3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

30 (I) ^NH-CO{Ci-C6 alkyl), 

(J) -NH-CO-O-Rn-8 where R^ is as defined above, 
(K) -NR*i-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and axe as defined above, 
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(L) -Rn-4 where Rn-4 is as defined above, 
(M) -0-COKC^C 6 alkyl), 

(N) O-CO-NR^^Rn-s where the R^-gs are the same or 
different and are as defined above, 
5 (0) -CKCVCs alkyl)-COOH, 

(P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 
three of -F, -CI, -Br, -I), 

(Q) -NH-SO^Ci-Ce alkyl), 

(R)-F,-Ci, 

10 (V) -CaCHHCH 2 )o- 2 -0^ where 

R^-aryi and RN-heteraaryi are as defined above, where Rn-io is selected from the group 
consisting of: 

(A) -H, 

(B) CrC6 alkyl, 

15 (C) C3-C7 cycloalkyl, 

(D) C2-C6 alkenyl with one double bond, 

(E) C2-C6 alkynyl with one triple bond, 

(F) Ri-aryi where R^i is as defined above, 

(G) RN-het^oahrt where RN-heteroaryi is as defined above, 

20 (VI) -CO-(C3-C8 cycloalkyl) where alkyl is optionally substituted 

with one or two substitutents selected from the group consisting of: 
(AMCH^-OH, 
(B) <CH 2 ) (M -CrC6 alkoxy, 
(Q <CH2)(M-Ci"C6 thioalkoxy, 
25 (D) -(CH^o^-COO-Rn-s where Rm. 8 is -H, CrC 6 alkyl or - 

phenyl, 

(B) -(CH 2 )o4-CO-NR N . 2 R^3 where R N -2 and R^3 are the 
same or different and are as defined above, 

(F) -(CH2)o^~CO-R*m where R N -4 is as defined above, 
30 (G) -(Ca 2 ) M S02-(C } -Cs alkyl), 

(H) -(CH^o^-SO^^n^Rn-s where Rn. 2 and R*. 3 are the 
same or different and are as defined above, 
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0) -(CH2)o-4-NH-CO-(Ci-C 6 alkyl), 

(J) ^NH-COO-Rm-8 where Rn-s is as defined above, 

(K) -(CH2)o-4-NRn-2Rn-3 where Rn-2 and Rn_ 3 are the same or 



different and are as defined above, 



5 



(L) -(CH2)o-4-Rn-4 where Rn^ is as defined above, 
(M)-0-CO-(Cj-C^ alkyl), 

(N) -O-CO-NRn-sRn-s where the Rw-gS are the same or 



different and are as defined above, 



10 



(O) -CKC1-C5 alkyl)-COOH, 

(P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 



three of -F, -CI, -Br, -I), 



(Q)-NH-S0 2 -(Ci-C 6 alkyl), 



(R)-F,-C1, 



where Rc is: 



15 



(I) -Ci-Cio alkyl optionally substituted with one, two or three 



substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C r C 6 alkoxy, -O-phenyl, -NRi^Ru where Ru andRi^are as 
defined above, -OOO NRi- a Ri-b where Rm and Ri* are as defined above, -S(=0)&-2 
Ri^ where Rt- a is as defined above, - NRi- a OO NRuaRvi where Ri^ and Ri-b are as 

20 defined above, -C=0 NR^Ri^ where Ri; a and R14, are as defined above, and - 
S(=0) 2 NRi-aRi-b where Ru and R14, are as defined above, 

(II) -(CH2)o-3-(C3-C 8 ) cycloalkyl where cycloalkyl can be optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O-phenyl, -CO- 

25 OH, -CO-0-(Ci-C 4 alkyl), -NRj^Ri-b where Ri_a and Ri* are as defined above, 
(HI) -(CRc-xRoyW-Rc-aryi where Rox and Rc-y are 



C1-C4 alkyl optionally substituted with one or two -OH, 
C1-C4 alkoxy optionally substituted with one, two, or three of 



30 



-(CH 2 )(M-C3-C7 cycloalkyl, 

C2-C6 alkenyl containing one or two double bonds, 

C 2 -C$ alkynyl containing one or two triple bonds, 
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phenyl, 

and where Re* and Roy are taken together with the carbon to which they are 
attached to form a carbocycle of three, four, five, six and seven caibon atoms, 
optionally where one carbon atom is replaced by a heteroatom selected from the 
5 group consisting of-O-, -SO2-, -NRn-2- and Rc-aiyi is defined as R^-aryi is defined 
above; 

(TV) -(CRc-xRc-yicM-Rc-heteraaryi where Rc-brtemaiy] is defined as Rn- 
heteroaiyi is defined above and Re* and Re? are as defined above, 

(V) -(CRc- x Rc-y)(M-Rc^yrRc^yi where Rc^ryi, Rc-x and Rc- y are as 

10 defined above, 

(VT) ^CRc*Rc.y)o-4-Rc-aiyrRc-bcteroaryi Where Rc-aiyl > Rc-heteroaryl.Rc-x 

and Rc-y are as defined above, 

(VIT) -(CRc- x Rc-y)(M-Rc-hctcroaiyrRc-ary1 where Rc-heteroaryl, Rc-aiyl, Rc-x 

and Rc-y are as defined above, 

1 5 (VUI) -(CRc- X Rc-y)(M-Rc-hetEnjaiyrRc-heteroaryl where Roheteroaryl, Re* and 

Rc-y are as defined above, 

(DC) -(CRc-xRc-y)o-4-Rc^ryrRc4icterocycie where Rc-aryi, Re* and Roy are 

as defined above, and Rc-heterocycie is defined as RN-heterocycie is defined above, 

» * ■» ■ 

(X) -(C^_ x Rc-y)o4-Rc^tax)aryr^ Rc-beleroaiyl, Rq- . 

20 heterocycie, Re* and Rc-y are as defined above, 

(XI) -(CRc-xRc-yJtM-Rc-heterocycle-Rc-aryl where Rc-heterocycle* Rc-aiyl, ^Ox 

and Rc-y are as defined above, 

(XII) -(CRc-xRc-y)o-4-Rc-heterocyde-Rc-heteroaryI where Rc-heterocycie, Rc 

heteroaiyi^Rc-x and Rc-y are as defined above, 

25 (Xm) -(CRc-xRc-y)(M'Rc-hetcrocycIe"-Rc-heterocycle Where Rc-heterocycle, Rc-x 

and Rc-y are as defined above, 

(XIV) -(GRcgRcy JM-Roheterocycie where Rc-hctemcycic, Rc-x and Rc-y are 
as defined above, 

(XV) -[C(Rc-i)(Rc-2)]i-3-CO-N-(Rc-3)2 where Rc-i and Rc-2 are the 
30 same or different and are selected from the group consisting of: 

(A) -H, 

(B) -Ci-C 6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
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-SH, -ON, -CF 3 , Q-Q alkoxy, -O-phenyl, -NR^aRi-b where Ri- a and Ri* are as 
defined above, 

(C) C 2 -C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 

5 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O-phenyl -NRi. 
aRi4, where R^ and Rj* are as defined above, 

(D) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
C r C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O-phenyl, -NRi- 

1 0 a Ri-b where Ri- a and Ri-b are as defined above, 

(B) -(CH 2 )i.2-S(0)a. 2 -(C,-C6 alkyl), 

(F) -(CH 2 )(M-C 3 -C7 cycloalky 1, optionally substituted with 
one, two or three substituents selected from the group consisting of Ci-C 3 alkyl, -F, - 
O, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi-aRi-b where Ri- a 

15 and 

Ri_ b are as defined above, 

(G) -(C1-C4 alkyl>Rc-aryi where Rc-aryi is as defined for Ri-myi, 

(H) -(C1-C4 alkyl>Roheten>aiyi where Rc-heteroaiyi is as defined 
above, . >. . . , . 

20 (IMC^alkyl^Rc-he^ 
above, 

(J) -Rohetcroaryi where Rc-hcteroaryi is as defined above, 
(K) -Rc-heterocycie where Rc-hetcrocycie is as defined above, 
(M) <CH2)i-4-Rc-4-(CH2){u-Rc»-aryi where Rc-4 is -0-, -S- or 
25 -NRc-5- where Rc-5 is Ci-C 6 alkyl, and where Rc^iyi is defined above, 

(N) -(CH 2 ) M -Rc^^CH2WRcMKto ro aryi where Rc^ and 
Rc-heteroaiyi are as defined above, 

(O) -Rc'-aryi where Resnyi is as defined above, 
and where R03 is the same or different and is: 
30 (A)-H, 

(B) -Ci-Q alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C r C 3 alkyl, -F, -CI, -Br, -I, -OH, 
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-SH, -ON, -CF 3 > Ci-C 6 alkoxy, -O-phenyl, -NRi*Ri-b where Ri_ a and Ri-b are as 
defined above, 

(Q C2-Q alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
5 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Q-C* alkoxy, -O-phenyl, -NRi- 
a Ri-b where Ri-a and Ri_b are as defined above, 

CD) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi- 
10 Jli-b where Ri^ and R^ are as defined above, 

(E) -(CH 2 )(M-C3-C7 cycloalkyl, optionally substituted with 
one, two or three substituents selected from the group consisting of C1-C3 alkyl, -F, - 
CI, 

-Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O-phenyl, -NRiJFLi-b where Ri« and 
1 5 Ri-b are as defined above, 

(F) -Rc»^iyi where Rc^ryi is as defined above, 

(G) -Rc4icteroaiyi where Rc^heteroaryi is as defined above^ 

(H) -Rc^cterocycie where Rc-heterocyde is as defined above, 

V, ~ • (I) -(C1-C4 alkyl>Rc»^ryi where Re-ayi is as defined above, 

20 (J) -{C1-C4 alkyl)-Rc-hcteroaryi where Rc^eteroaryi is as defined 

above, 

(K) -(C1-C4 alkyl>Rc^eterocycic where Rc-beterocyde is as defined 

above, 

(XVI) -CH(Rc-aoFi)2 where Rc-aryi are the same or different and are as 

25 defined above, 

(XVII) -CH(Rc-heten)aiyi)2 where Roheteroaryi are the same or different 
and are as defined above, 

(XVm) -CH(RcayO{Rc-hetcroaiyO where Rc*nyi and Rc-hcteroaryi are as 

defined above, 

30 (XDC) -cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-wyi 

or Rc-heten>aryi or Rohetenx^ie where Rc^iyi or Rc-hcten>aiyi or Rohetcrocycie are as defined 
above where one carbon of cyclopentyl, cyclohexyl, or -cycloheptyl is optionally 
replaced with NH, NRn-s, O, S(=0)o- 2 , and where cyclopentyl, cyclohexyl, or - 
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cycloheptyl can be optionally substituted with one or two -C1-C3 alky], -F, -OH, - 
SH, -ON, -CF3, Ci-C 6 alkoxy, =0, -NR^Ri-b where Ri^ and Ri_b are as defined 
above, 

PDQ C2-C10 alkenyl containing one or two double bonds optionally 
5 substituted with one, two or three substituents selected from the group consisting of 
C r C 3 alkyl, -F, -CI -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi_ 
aRi4> where R|. a and Ri-b are as defined above, 

(XXI) C2-C10 alkynyl containing one or two triple bonds optionally 
substituted with one, two or three substituents selected from the group consisting of 

10 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi. 
a Ri4> where Ri-a and R^are as defined above, 

(XXT) -(CH 2 )o-i-CHRc^-(CH2)o-i-Rc- fl iyi where Rc-aiyi is as defined 
above and Rc-6 is -(CH2)o-6-OH, 

(XXII) -(CT2)w-Cmc^(CH2)o.l-Rc-heten)aryl where Rohcteroaryl and 

1 5 Rc-6 is as defined above, 

(XXIII) -CH(-Rc^y] or Rc-heteix>a7yi)-CO-0(Ci-C 4 alkyl) where Rc-aiyi 
and Rc-heteroaiyi are as defined above, 

CXXTV) -CH(-CH 2 -OH)-OT(-OH)-micro-N02 5 
(XXV)(C!-C^alkyl>0-(Ci-C 6 alkyl)-OH, 
20 (XXVII) -OT r NH-(^-CH(-0-CH2-C3l3)2, 

(xxvm)-H, 

(XXIX) KCH 2 )o^-C(-NRi^)(NRi-aRi^) where andRi_ b are as 
defined above, and pharmaceutical^ acceptable salts thereof. 
Also disclosed is a substituted amine of the formula (X') 

M OH 



25 



Rin^^ \ CH .NH 



C \ y X Rc <X') 

Of / \ 

Rl ^2 ^3 

where Ri, R2, R3 and Rc are as defined above; 

where Ring A is phenyl, 1-naphthyl and 2-naphthyl optionally substituted 
with one, two or three of the following substituents which can be the same or 
different and are: 
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above, 



10 



above, 
above, 



15 
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(1) Ci-Cealkyl, 

(2) -F, -CI, -Br, I 

(3) -OH, 

(4) -N0 2 , 

(5) -CO-OH, 

(6) -ON, 

(7) -CO-NRn 2 Rn-3 where R N _ 2 and R»-3 are as defined 

(8) -CCKC3-C 12 alkyl), 

(9) -CO-(C 3 -C6 cycloalkyl), 

(10) -CO-Ri-heteroaiyi where Ri jjeterojuyi is as defined in 

(1 1) -CORi-hetcrocycie where Ri-hetoocycie is as defined in 

(12) -CO-Rn-4 where Rn^ is as defined in above, 

(13) -CO-O-Rn-5 where R N . 5 is as defined in above, 

(14) -SO2-NRN.2RN-3 where Rn-2 and Rn-3 are as 



defined above, 



(15)-S6HC\^Cg'alkyl), :> 
20 (16) -S02.(C 3 -Ci2 alkyl) with the proviso that the alkyl 

group not be straight chained, 

(17) -NH-CO-O-Rn-5 where Rn-5 is as defined above, 

(18) -NH-CO-N(Ci-C 3 alkyl)2, 

(19) -N-CS-N(Q-C 3 alkyl)* 

25 (20) -N(-H or Ci-C 3 alkyO-CO-RN-s where Rn-5 is as 

defined above, 

(21) -NRn-2Rn-3 where Rn-2 and R N -3 can be the same 
or different and are as defined above, 

(22) -Rn-4 where Rn-4 is as defined above, 
30 (23) -0-CO-(C!-C 6 alkyl), 

(24) -O-C0-N(Ci-C 3 alkyl)* 

(25) -0-CS-N(Ci-C 3 alkyl)2, 

(26) -0-(C,-C 6 alkyl), 
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(27) -CKC2-C5 alkyl)-COOH, 

(28) -S-(Ci-Q alkyl) and pharmaceutical acceptable 

salts thereof. 

Additionally disclosed is a protected compound of the formula (HI) 



PROTECTING GROUP — HN 



O 



where Ri, R2 and R3 are as defined above; 

where Xi is -CI, -Br, -I, -O-tosylate, -O-mesylate, -O-nosylate; 

where PROTECTING GROUP is selected from the group consisting of t- 
butoxycarbonyl, benzyloxycarbonyl, formyl, trityl, acetyl, trichloroacetyl, 
10 dichloroacetyl, chloroacetyl, trifluoroacetyl, difluoroacetyl, fluoroacetyl, 4- 
phenylbenzyloxycafbonyl, 2-methyIben2yloxycarbonyl > 4- 
ethoxybenzyloxycaibonyl, 4-fluoioben2yloxycarbonyl, 4-chloroben2yloxycarbonyl, 
3-chlorobenzyloxycaibonyl, 2-chloroben2yloxycarbonyl, 2,4- 
dichlorobenzyloxycarbonyl, 4-bromobenzyloxycarbonyl, 3-__ , 
15 bromobenzyloxycarbonyl, 4-nitrobenzyloxycarbonyl, 4-cyanobenzyloxycarbonyl, 2- 
(4-xenyl)isopropoxycarbonyl, lJ^henyleth4-yloxy^ 

1-yloxycarbonyl, 2-phenylprop-2-yIoxycarbonyl, 2-(p-toluyl^>rop-2-yloxycarbonyl, 
cyclopentanyloxycarbonyl, 1-methylcyclopentanyloxycarbonyl, 
cyclohexanyloxycaibonyl, 1-methylcyclohexanyloxycabonyl, 2- 
20 methylcyclohexanyloxycarbonyl, 2-(4-toluylsulfonyl)ethoxycarbonyl, 2- 
(methylsulfonyl)ethoxycarbonyl, 2^ 

fluorenylmethoxycarbonyl, 2-(trimethylsilyl)ethoxycarbonyl, allyloxycarbonyl, 1- 
(1ximethylsilylmethyl)prop-l-enyloxycarbonyl, 5-benasoxalylmethoxycarbonyl, 4- 
acetoxybenzyloxycarbonyl, 2,2,2-tricMoroethoxycaibonyl, 2-ethynyl-2- 
25 propoxycarbonyl, cyclopropylmethoxycarbonyl, 4-(decyloxyl)benzyloxycarbonyl, 
isobornyloxycarbonyl and 1-piperidyloxycarbonyl, 9-fluorenylmethyl carbonate, 
-CH-CH-CH 2 andphenyl-C(=N-)-H. 

Further disclosed is an alcohol of the formula (IV) 
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OH 

PROTECTING GROUP — HN Z\ 

^ R 2 R 3 



where Ri, R2, R 3 , Xi and PROTECTING GROUP are as defined above. 
Additionally disclosed is an epoxide of the formula (V) 

O 

/\ 

PROTECTING GROUP— HN, 



where R 2 , R 3 and PROTECTING GROUP are as defined above and where Ri is: 
-CH2-phenyl where -phenyl is substituted with two -F, 
-(CH2)ni-Ri-heterofliyi where Ri^eteroa^is as defined above, and . 
10 K^k-Ri^steocyde where Ri^eteo^usis as defined above. 

Further disclosed is a protected alcohol of the formula (VH) " /f;'-'^^ . : 

OH 

PROTECTING GROUP — HN X CH NH 

I / \ 

Ri R2 ^3 

where R 2 > R 3 , Rc and PROTECTING GROUP are as defined above, and 
15 where Ri is: 

-CH 2 -phenyl where -phenyl is substituted with two -F, 
-(CH2)nrRi-hctEroaryi where Ri-hctaoaryiis as defined above and 
K^^)ni-Ri-hctcrw7cfe where Ri-teterocycicis as defined above and 
chemically acceptable salts thereof. 



20 
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Also disclosed is an amine of the formula (VIII) 

OH 

H 2 N. CH ,NH 



\y \ / \ (viii) 

CH C X R C 

! /\ 

Ri R2 R3 



10 



where R 2 , R3 and Rc are as defined above and where Ri is: 

-CH 2 -phenyl where -phenyl is substituted with two -F, 
-(CH2)ni-Ri-heteroaiyi where Ri-heteromyiis as defined above and 
-(CH2) n rRi-h C texocyci e where Ri-bderocydeis as defined above and 
chemically acceptable salts thereof. 

Disclosed is a protected ketone of formula (XT) 

O 

PROTECTING GROUP— HN C ,NH 

CK ^Rc 

I /\ 
Ftj R2 R3 



(XI) 



iv.^i v where R 2 , R 3 , Rc and PROTECTING GROUP are as defined above and : 

where Rj is: 

-CH2-phenyl where -phenyl is substituted with two -F, 
15 -(CH 2 )nrRi*etm>ar^ where Ri^etema^ is as defined above and 

K^^i-Rijieteroo^ where Ri^eteroc^de is as defined above. 
Also disclosed is a protected azide of formula (XII) 



20 



OH 

PROTECTING GROUP — HN CH N 3 

CH \J 

• ! /\ 

R1 R2 ^3 

where R 2 , R3 and PROTECTING GROUP are as defined above and where R\ is: 
-CEb-phenyl where -phenyl is substituted with two -F, 
-(CH 2 )nrRi-hetexjaryi where Ri-hcteraryiis as defined above and 
-(CH2)nrRi^ C fat)cydc where Ri^eterocycteis as defined above. 



(XH) 



WO 02/02512 PCT7US01/21012 

39 

Further disclosed is a protected amine of formula (XHI) 

OH 

PROTECTING GROUP — HN. 6h NH , 

Nff <x " l) 

I /\ 

Ri R2 R3 

5 

where R 2> Rj and PROTECTING GROUP are as defined above and where Ri is: 
-CEfe-phenyl where -phenyl is substituted with two -F, 
-(CH 2 )n 1 -Rt -tetmiajyi where Ri jirteroaiyiis as defined above and 
-(CH2)ni-Ri-betErocycie where Ri^etoocycieis as defined above. 
10 Additionally disclosed is an unprotected azide of formula (XTV) 



OH 



NH 2 <5H n 3 

\af N/ (X,V) 

I /\ 

Ri R2 R3 



15 where K u R 2 » R3 and PROTECTING GROUP are as defined above for the 
substituted amine (X). 

Further disclosed is an azide of formula (XV) 

OH 

I /\ 

R«j R2 R3 

20 

where Ri, R 2 , R3 and are as defined above for the substituted amine (X). 
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Also disclosed is a free amine of formula (XVI) 



OH 



R N NH 



NH 2 



(XVI) 



R2 R3 



whore R 2 , R3 and R^ are as defined above and where Ri is: 



5 



(A) -CHrphenyl where -phenyl is substituted with two -F, 

(B) <CH 2 )nrRi*eten3aryi where Ri-ijcteroaryjis as defined above and 
(O <CH2) n i-Ri-hcterocyde where Ri4 ffi teocycieis as defined above. 



Disclosed is a method of treating a patient who has, or in preventing a patient 

from getting, a disease or condition selected from the group consisting of 

Alzheimer's disease, for helping prevent or delay the onset of Alzheimer's disease, 
1 0 for treating patients with mild cognitive impairment (MCI) and preventing or 

delaying the onset of Alzheimer's disease in those who would progress from MCI to 

AD, for treating Down's syndrome, for treating humans who have Hereditary 

Cerebral Hemorrhage with Amyloidosis of the Dutch-Type, for treating cerebral 

amyloid angiopathy and preventing its potential consequences, Le. single and 
15 recurrent lobar hemorrhages, for treating other degenerative dementias, including 

dementias of mixed vascular and degenerative origin, dementia associated with Ti , - 

Parkinson's disease, dementia associated with progressive supranuclear palsy, 

dementia associated with cortical basal degeneration, or diffuse Lewy body type of 

Alzheimer's disease and who is in need of such treatment which comprises 
20 administration of a therapeutically effective amount of a compound selected from 

the group consisting of a substituted amine of formula (X) 



OH 




R1 R2 R3 



(X) 



25 



where R\> R2, R3, Rc> and Rn are as defined above for the substituted amine (X), and 

pharmaceutical^ acceptable salts thereof and 

a substituted amine with Rn cyclized of formula QC) 
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M OH 



Rin ^3C / n ' m 



oi / \ 

Ri R2 R3 



where Ri, R 2 , R3, Rc, and Ring A, are as defined above for the amine (X r ), and 
pharmaceutical^ acceptable salts thereof. 
5 Also disclosed are methods for inhibiting beta-secretase activity, for 

inhibiting cleavage of amyloid precursor protein (APP), in a reaction mixture, at a 
site between Met596 and Asp597, numbered for the APP-695 amino acid isotype; or 
at a corresponding site of an isotype or mutant thereof, for inhibiting production of 
amyloid beta peptide (A beta) in a cell, for inhibiting the production of beta-amyloid 
10 plaque in an animal, and for treating or preventing a disease characterized by beta- 
amyloid deposits in the brain which comprise administration of a therapeutically 
effective amount of a substituted amine of formula (X) 

OH • . v 



I /\ ■ 

R-l R2 R3 



15 where Ri, R 2 , R 3 , Rc, and R N are as defined above for the substituted amine (X), and 
pharmaceutical^ acceptable salts thereof. 

Disclosed is a pharmaceutial composition which comprises a substituted 
amine of formula (X) 

OH 



AAA 

i /\ 

R 1 R 2 R 3 
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where Ri, R2, R3, Rn and Rc are as defined above for the substituted amine (X), or a 
substituted amine with Rn cyclized of formula (X') 

n OH 



^^0^ / N CH NH 



e V x a x Xr c (x,) 

R-l R 2 R3 



5 where Ri is as defined above for compound QC) and where Ring A is as 

defined above, and pharmaceutically acceptable salts thereof, and one or more 
phannaceutically acceptable inert carriers. 

Disclosed is the use of a substituted amine of formula (X) 

OH 

I /\ 

R<l R 2 R3 

10 where Ri, R 2 , R3, Rn and Rc are as defined above for the substituted amine (X), 
or a substituted amine with Rn cyclized of formula (X') . : 

M OH 



Rin ^jC^ / N 



c \ X X Ro CO 

O I /\ 
Ri R2 ^3 



where Rn R2, R3> Rc, and Ring A, are as defined above for compound (X*), and 
15 pharmaceutically acceptable salts thereof for the manufacture of a medicament for 
use in treating a patient who has, or in preventing a patient from getting, a disease or 
condition selected from the group consisting of Alzheimer's disease, for helping 
prevent or delay the onset of Alzheimer's disease, for treating patients with mild 
cognitive impairment (MCI) and preventing or delaying the onset of Alzheimer's 
20 disease in those who would progress from MCI to AD, for treating Down's 

syndrome, for treating humans who have Hereditary Cerebral Hemorrhage with 
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Amyloidosis of the Dutch-Type, for treating cerebral amyloid angiopathy and 
preventing its potential consequences, i.e. single and recurrent lobar hemorrhages, 
for treating other degenerative dementias, including dementias of mixed vascular 
and degenerative origin, dementia associated with Parkinson's disease, dementia 
5 associated with progressive supranuclear palsy, dementia associated with cortical 
basal degeneration, diffuse Lewy body type of Alzheimer's disease and who is in 
need of such treatment 

The present invention provides compounds, compositions, kits, and methods 
for inhibiting beta-secretase-mediated cleavage of amyloid precursor protein (APP). 
1 0 More particularly, the compounds, compositions, and methods of the invention are 
effective to inhibit the production of A beta peptide and to treat or prevent any 
human or veterinary disease or condition associated with a pathological form of A 
beta peptide. 

The compounds, compositions, and methods of the invention are useful for 
15 treating humans who have Alzheimer's Disease (AD), for helping prevent or delay 
the onset of AD, for treating patients with mild cognitive impairment (MCI), and 
preventing or delaying the onset of AD in those patients who would otherwise be 
expected to progress from MCI to AD, for treating Down's syndrome, for treating 
Hereditary Cerebral Hemorrhage with Amyloidosis of the Dutch Type, for treating : 
20 cerebral beta-amyloid angiopathy and preventing its potential consequences such as 
single and recurrent lobar hemorrhages, for treating other degenerative dementias, 
including dementias of mixed vascular and degenerative origin, for treating 
dementia associated with Parkinson's disease, dementia associated with progressive 
supranuclear palsy, dementia associated with cortical basal degeneration, and diffuse 
25 Lewy body type AD. 

The compounds of the invention possess beta-secretase inhibitory activity. 
The inhibitory activities of the compounds of the invention are readily demonstrated, 
for example, using one or more of the assays described herein or known in the art 
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DETAILED DESCRIPTION OF THE INVENTION 

The present invention is the substituted amines (X) that are useful in treating 
and preventing Alzheimer's disease. The anti-Alzheimer's substituted amines (X) 
5 are made by methods well known to those skilled in the art from starting compounds 
known to those skilled in the art. The process chemistry is well known to those 
skilled in the art. The most general process to prepare the substituted amines (X) of 
the present invention is set forth in CHART A. The chemistry is straight forward 
and in summary involves the steps of N-protecting an amino acid (I) starting 

1 0 material to produce the corresponding protected amino acid (II), reaction of the 
protected amino acid (II) with diazomethane followed by work-up to add a carbon 
atom to produce the corresponding protected compound (DOT), reduction of the 
protected compound (IE) to the corresponding alcohol (TV), formation of the 
corresponding epoxide (V), opening of the epoxide (V) with a C-tenninal amine, 

15 Rc-NEfe (VI) to produce the corresponding protected alcohol (VH) which then has 
the nitrogen protecting group removed to produce the corresponding amine (VIII), 
which is then reacted with an amide forming agent of the formula (Rn-i-Xn)^ or R 
N-r^N"^2 or R n _!-Xn-OH (IX) to produce the anti-Alzheimer substituted amine 
(X). One skilled in the art will appreciate that these are all well known reactions in 

20;;:;;Sfgamic chemistry. A chemist skilled in the art, knowing the chemical structure of 
the biologically active substituted amine end product (X) of the invention would be 
able to prepare them by known methods from known starting materials without any 
additional information. The explanation below therefore is not necessary but is 
deemed helpful to those skilled in the art who desire to make the compounds of the 

25 present invention. 

The backbone of the compounds of the present invention is a 
hydroxyethylamine moiety, -NH-CH(R)-CH(OH)-. It can be readily prepared by 
methods disclosed in the literature and known to those skilled in the art For 
example, 

30 J. Med Chem., 36, 288-291 (1992), Tetrahedron Letters, 28, 5569-5572 (1987), 

J. Med Chem., 38, 581-584 (1994) and Tetrahedron Letters, 38, 619-620 (1997) all 
disclose processes to prepare hydroxyethylamine type compounds. 

CHART A sets forth a general method used in the present invention to 
prepare the appropriately substituted amines (X). The anti-Alzheimer substituted 
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amines (X) of the present invention are prepared by starting with the corresponding 
amino acid (I), The amino acids (I) are well known to those skilled in the art or can 
be readily prepared from known compounds by methods well known to those skilled 
in the art The substituted amines (X) of the present invention have at least two 
5 enantiomeric centers which give four enantiomers. The first of these enantiomeric 
centers derives from the amino acid starting material (T). It is preferred to 
commercially obtain or produce the desired enantiomer (S) rather than produce an 
enantiomerically impure mixture and then have to separate out the desired 
enantiomer (S). It is preferred to start the process with enantiomerically pure (S)- 
10 amino acid (T) of the same configuration as that of the substituted amine (X) product. 
For the amino acids (I), Ri is: 

(I) C1-C6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, C1-C7 alkyl 
(optionally substituted with Ci-C 3 alkyl and C r C 3 alkoxy), -F, -CI, -Br, -I, -OH, 

15 -SH, -ON, -CF 3 , C r C3 alkoxy, -NRi^R^ where Ri* and Ri_b are -H or Q-C 6 
alkyl, -OC=0 NRi^Ri^ where Ri_ a and Ru> are as defined above, 

(II) -OT 2 -S(0)o.r(Ci-C6 alkyl), 
0©: : CH 2 ^2:S(O)o.2-(CrC 6 alkyl), 

(IV) Ci-Cg alkenyl with one or two double bonds, optionally 

20 substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -OsN, -CF 3 , C1-C3 alkoxy, -NRiJli-b where R Ua and Ru, are -H 
or C r C 6 alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted 
with one, two or three substituents selected from the group consisting of-F, -CI, - 

25 OH, -SH, -ON, -CF 3 , Ci-C 3 alkoxy, -NR^Ri^ where Ru and R^ are -H or C1-Q5 
alkyl, 

(VI) -(CH2)ni-(Ri-aryi) where m is zero or one and where R^j is 
phenyl, 1-naphthyl, 2-naphthyl and indanyl, indenyl, dihydronaphthalyl, tetralinyl 
optionally substituted with one, two, three, or four of the following substituents on 

30 the aryl ring: 

(A) C1-C6 alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, - 
SH, -NRiJli-b where R^ and Ri-b are as defined above, -G=N, -CF 3 , Ci-C 3 alkoxy, 
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(B) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -C3, -OH, -SH, -ON, -CF 3 , Q-C3 alkoxy, -NRi «Ri-b where Ri_ a and Ri^ are -H 
or Ci-C<s alkyl, 

5 (Q C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRiJli-b where R t . a and Ri^ are -H 
or C1-Q5 alkyl, 

(D)-F, CI, -Br and -I, 
10 (F) -Ci-Ce alkoxy optionally substituted with one, two, or 

three -F, 

(G) -NRn-2Rn-3 where Rn- 2 and R^ 3 are as defined below, 

(H) -OH, 

15 (J) C3-C7 cycloalkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRiJRi-b where R x + and Ri* are -H or Ci-C 6 alkyl, 
(K)-CO-(CrC4 alkyl), - - 

(L) -S02-NRi^ii; where^ Rib are as defined above, 
20 (M) -CO-NRuKj^b where RU and Ri* are as defined above, 

(N)-S0 2 -(Ci-C 4 alkyl), 
(VII) -<CH 2 )ni-(Ri4 1 £teroaryi) where ni is as defined above and where 
Ruheteroaryi is selected from the group consisting of: 
pyridinyl, 

25 pyrimidinyl, 

quinolinyl, 
benzothienyl, 
indolyl, 
indolinyl, 

30 pryidazinyl, 

pyrazinyl, 
isoindolyl, 
isoquinolyl, 
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qtunazolinyl, 

quinoxalinyl, 

phthalazinyl, 

imidazolyl, 

isoxazolyl, 

pyrazofyl, 

oxazolyl, 

thiazolyl, 

indolizinyl, 

indazolyl, 

benzothiazolyl, 

benzimidazolyl, 

benzoforanyl, 

fiiranyl, 

thienyl, 

pyrrolyl, 

oxadiazolyl, 

thiadiazolyl, 

triazolyl, l ."^ " :. 

tetrazolyl, 

oxazolopyridinyl, 

imidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

cimiolinyl, 

carbazolyl, 

beta-carbolinyl^ 

isochromanyl, 

chromanyl, 

tetrahydroisoquinolinyl, 
isoindolinyl, 

isobenzotetrahydrofiiranyl, 
isobenzotetrahydrothienyl, 
isobenzotbienyl, 
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benzoxazolyl, 

pyridopyridinyl, 

beiiz»tetrahydrofuranyl, 

benzotetrahydrotlrienyl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazuiyl, 

phenothiazinyl, 

pteridinyl, 

benzothiazolyl, 

imidazopyridinyL, 

imidazothiazolyL, 

dihydrobenzisoxazinyl, 

benzisoxazinyl, 

benzoxazinyl, 

dihydrobenzisothiazinyl, 

benzopyranyl, 

benzothiopyranyl, 

coumarinyl, 

isocowtnarinyl, 

chromonyl, 

chromanonyl, 

pyridinyl-N-oxide 

tetrahydroquinolinyl 

dihydroquinolinyl 

dihydroquinolinonyl 

dihydroisoquinolinonyl 

dihydrocoumarinyl 

dihydroisocoumarinyl 

isoindolinonyl 

benzodioxanyl 

benzoxazolinonyl 

pyrrolylN-oxide, 
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pyrimidinyl N-oxide, 

pyrida2iiiyl N-oxide, 

pyrazinyl N-oxide, 

quinolinyl N-oxide, 
5 indolyl N-oxide, 

indolinyl N-oxide, 

isoqmnolyi N-oxide, 

quinazolinyl N-oxide, 

quinoxalinyl N-oxide, 
10 phthalazinyl N-oxide, 

imidazolyl N-oxide, 

isoxazolyl N-oxide, 

oxazolyl N-oxide, 

thiazolyl N-oxide, 
1 5 indolizinyl N-oxide, 

indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benzimidazolyl N-oxide, 

pyrrolyl N-oxide, 
20 oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 

benzothiopyranyl S-oxide, 
25 benzothiopyranyl S,S-dioxide, 

where the Ri-heteroaiyi group is bonded to -(CH 2 )ni- by any ring atom of the parent 
RN-heteroaiyi group substituted by hydrogen such that the new bond to the Ri-hetooaiyi 
group replaces the hydrogen atom and its bond, where heteroaryl is optionally 
substituted with one, two, three, or four of: 
30 (1) Ci-Q alkyl optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -NRi-aRi^, where Ri-a and Ri- b are as defined above, -ON, -CF 3 > C1-C3 alkoxy, 
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(2) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -Q, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi-aRi* where R^ and are -H 
or d-C 6 alkyl, 

5 (3) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi_ a Ri-b where R u and Ri* are -H 
or C r C 6 alkyl, 

(4) -F, CI, -Br and -I, 

10 (6) -Ci-Q alkoxy optionally substituted with one, two, or 

three 
of-F, 

(7) -NRn-2Rn-3 where Rn- 2 and Rn-3 are as defined below, 

(8) -OH, 

15 (9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of-F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRi^Ri-b where Ri^ and Ri^ are -H or C r C 6 alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

20 (12) -SOz-NRi-aRi-b where R^ and Ru, are as defined above, 

(13) -CO-NRi-aRi-b where and Ri-b are as defined above, 

(14) -S02<Ci-C4 alkyl), with the proviso that when ni is zero 
Ri-heteroaiyi is not bonded to the carbon chain by nitrogen, 

(Vm) -(CH2) n i-0^i-heterocycie) where ni is as defined above and 
25 Ri-hctcrocycie is selected from the group consisting of: 

morpholinyl, 

thiomorpholinyl, 

thiomorpholinyl S-oxide, 

thiomorpholinyl S,S-dioxide, 
30 piperazinyl, 

homopiperazinyl, 

pyrrolidinyl, 

pyrrolinyl, 
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tetrahydropyranyl, 

piperidinyl, 

tetrahydrofuranyl, 

tetrahydrothienyl, 
5 homopiperidinyl, 

homomorpholinyl, 

homottaomorpholinyl, 

homotteomorpholinyl S,S-dioxide, and 

oxazolidinonyl, 
10 dihydropyrazolyl 

dihydropynolyl 

dihydropyraziiiyl 

dihydropyridinyl 

dihydropyrimidinyl 
15 dihydrofuryl 

dihydropyranyl 

tetrahydrothienyl S-oxide - - ■ 

tetrahydrothienyl S,S-dioxide 

homothiomorpholinyl Strife 
20 where the Ri-heteocycie group is bonded by any atom of the parent Ri-heterocycie group 
substituted by hydrogen such that the new bond to the Ri^eterocycie group replaces the 
hydrogen atom and its bond, where heterocycle is optionally substituted with one, 
two, three, or four of: 

(1) C1-C6 alkyl optionally substituted with one, two or 
25 three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 

-OH, -SH, -NRi_aRi-b where Ri* and Ri-b are as defined above, -ON, -CF 3 , C1-C3 
alkoxy, 

(2) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents selected from the group 

30 consisting of -F, -CI, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy, -NRiJRi-b where Ri« 
and R14, are -H or Ci-Q alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, 
optionally substituted with one, two or three substituents selected from the group 
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consisting of -F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi-aRt-b where Ri-a 
and Ri^> are -H or C1-C6 alkyl, 

(4) -F, CI, -Br and -I, 

(5) Ci-C 6 alkoxy, 

5 (6) -C1-C6 alkoxy optionally substituted with one, two, 



or three -F, 
below, 



(7) -NRn_2Rn-3 where Rn_ 2 and Rn-3 are as defined 



(8) -OH, 

10 (9) -G*N, 

(10) C3-C7 cycloalkyl, optionally substituted with one, 
two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, 
-ON, -CF 3 , C1-C3 alkoxy, -NRi-aRi* where Ri* and R 14 , are -H or Ci-Q; alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

1 5 (12) -SO2-NR1 JRi-b where Ri_a and Ri-b are as defined 

above, 

(13) -CO-NRi JRi-b where Ri^ and Ri4, are as defined 

above, 

(14) -SOHC^^^ , 
20 (1 5) =0, with the proviso that when ni is zero 

Ri-bcterocycfe is not bonded to the carbon chain by nitrogen- It is preferred that 
Ri be -(CH 2 )o.i-(Ri^iyi) or -(CH 2 )ni-(Ri-heteioaryi)- It is more preferred that Ri is - 
(CH 2 >0^i^yi) or -(CH 2 )-(Ri^ete roa ryi). It is further preferred that Rj is -(CHi)-(Ri^yi) 
where Ri-aiyi is phenyl. It is even more preferred that R\ is -(CH 2 )-(Ri- a ryi) where Ri_ 
25 ajyi is phenyl substituted with two -F. It is additionally preferred that the -F 
substitution is 3,5-difluorobenzyh 

When Ri is Rl-heteroaryl Or Rl-heterocycle the bond from the Rl-heteroaryl Or Ri- 

heterocycie group to the -(CH 2 )ni- group can be ftom any ring atom which has an 
available valence provided that such bond does not result in formation of a charged 
30 species or unstable valence. This means that the Ri-heteroaryi or Ri-heterocycie group is 
bonded to 
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-(CH 2 )ni-by any ring atom of the parent Ri-heteroaiyi or Ri-heterocycie group which was 
substituted by hydrogen such that the new bond to the Ri-heteroaiyi or Ri-heterocycie group 
replaces the hydrogen atom and its bond 

The first step of the process is to protect the free amino group of the (S)- 
5 amino acid Q) with an amino protecting group to produce the (S)-protected amino 
acid (IT) by methods well known to those skilled in the art Amino protecting groups 
are well known to those skilled in the ait See for example, "Protecting Groups in 
Organic Synthesis", John Wiley and sons, New Yoik, N.Y., 1981, Chapter 7; 
"Protecting Groups in Organic Chemistry", Plenum Press, New York, N.Y., 1973, 
10 Charter 2. The function of the amino protecting group is to protect the free amino 
functionality 

(-NH 2 ) during subsequent reactions on the (S)-amino acid (T) which would not 
proceed well, either because the amino group would react and be fimctionalized in a 
way that is inconsistent with its need to be free for subsequent reactions, or the free 

15 amino group would interfere in the reaction. When the amino protecting group is no 
longer needed, it is removed by methods well known to those skilled in the art. By 
definition the amino protecting group must be readily removable as is known to 
those skilled in the art by methods well known to those skilled in the art Suitable 
amino PROTECTING GROUP is selected from the consistiMgVf ' 

20 butoxycaibonyl, benzyloxycarbonyl, formyl, trityl, acetyl, trichloroacetyl, 
dichloroacetyl, chloroacetyl, trifluoroacetyl, difluoroacetyl, fluoroacetyl, 4- 
phenylbenzyloxycaibonyl, 2-methyIbenzyloxycarbonyl, 4- 

ethoxybenzyloxycarbonyl, 4-fluorobenzyloxycarbonyl, 4-chlorobenzyloxycarbonyl, 
3-chlorobenzyloxycarbonyl, 2-cMorobenzyloxycaibonyl, 2,4- 

25 dichlorobenzyloxycarbonyl, 4-bromobenzyloxycaibonyl, 3- 

bromobenzyloxycarbonyl, 4-mtrobenzyloxycarbonyl, 4-cyanobenzyloxycarbonyl, 2- 
(4-xenyl)isopropoxycarbonyl, 1,1-diphenyleth-l-yloxycarbonyl, 1,1-diphenylprop- 
1-yloxycarbonyl, 2-phenylprop-2-yloxycaibonyl, 2-{p-toluyl)prop-2-yloxycafbonyl, 
cyclopentanyloxycaibonyl, 1-methylcyclopentanyloxycarbonyl, 

30 cyclohexanyloxycarbonyl, l-methylcyclohexanyloxycabonyl, 2- 

methylcyclohexanyloxycarbonyl, 2-(4-toluyIsulfonyI)ethoxycarbonyl, 2- 
(methylsulfonyl)ethoxycarbonyl, 2-(triphmylphosphino)ethoxycarbonyl, 
fluorenylmethoxycarbonyl, 2^tximethylsilyl)ethoxycarbonyl^ allyloxycaibonyl, 1- 
(trimethylsUylmefliyl)prop-l^yloxycarbonyl, S-benzisoxalylmethoxycaibonyl, 4- 
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acetoxybenzyloxycarbonyl, 2 ,2,2-trichloroethoxycarbonyl, 2-ethynyl-2- 
propoxycarbonyl, cyclopropylmethoxycarbonyl, 4-(decyloxyl)ben2yloxycarbonyl, 
isobornyloxycaibonyl and 1-piperidyloxycarbonyl, 9-fluorenylmethyl carbonate, 
-CH-CH=CH 2 and phenyl-C(=N-)-H. It is preferred that the protecting group be t- 
5 butoxycarbonyl (BOC) and benzyloxycarbonyl (CBZ), it is more preferred that the 
protecting group be f-butoxycaibonyl. One skilled in the art will understand the 
preferred methods of introducing a /-butoxycarbonyl or benzyloxycarbonyl 
protecting group and may additionally consult T.W. Green and P.GM. Wuts in 
"Protective Groups in Organic Chemistry," John Wiley and Sons, 1991 for guidance. 
10 The (S)-protected amino acid (II) is transformed to the corresponding (S)- 

protected compound (HI) by two different methods depending on the nature of R2 
andR3. 

R 2 and R 3 are independently selected from the group consisting of: 
(0-H, 

15 (II) C1-C6 alkyl, optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi^Rw, where Ri-a and Ri * are as defined above, 
(HI) <CH 2 )o^R2.i where R 2 -i is Ri-^ or R^cta^i where R^i and 
Ri-heteaoaiyi ^ as defined aboy^; , ^ : 

20 (TV) C2-Q5 alkenyl with one or two double bonds, 

(V) C2-Q alkynyl with one or two triple bonds, 

(VI) -(CH 2 W C3-C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRiJti^ where Ru and Ri* are -H or Ci-C& alkyl, 

25 and where R 2 and R3 are taken together with the carbon to which they are attached to 
form a carbocycle of three, four, five, six, and seven carbon atoms, optionally where 
one carbon atom is replaced by a heteroatom selected from the group consisting of 
-0-, -S-, -SO2-, -NRn-2-, where Rn-2 is as defined below. It is preferred that R 2 and 
R 3 both be -H. If R 2 and R 3 are not the same, an additional enantiomeric center is 

30 added to the molecule. If it is desired that both R 2 and R 3 are -H, then the (S)- 
protected amino acid (II) is reacted with diazomethane, as is well known to those 
skilled in die art, followed by reaction with a compound of the formula H-Xi to 
produce the (S)-protected compound (III). Xi includes -CI, -Br, -I, -O-tosylate, -O- 
mesylate, -O-nosylate.; it is preferred that -Xi be -Br or -CI. Suitable reaction 

35 conditions include running the reaction in inert solvents, such as but not limited to 
ether, tetrahydrofuran and the like. The reactions from the (S)-protected amino acid 
(II) to the (S)-protected compound (HI) are carried out for a period of time between 
10 minutes and 1 day and at temperatures ranging from -78 degrees to 20-25 degrees 
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C. It is preferred to conduct the reactions for a period of time between 1-4 hours and 
at temperatures between -30 degrees to -10 degrees C This process adds one 
methylene group. 

Alternatively, the (S>protected compounds of formula (EH) can be prepared 
5 by first converting the (S)-protected amino acid (D) to a corresponding methyl or 
ethyl ester, according to methods well established in the art, followed by treatment 
with a reagent of formula Xi-C(R2)(R3)-Xi and a strong metal base. The base serves 
to affect a halogen-metal exchange, where the -Xi undergoing exchange is a halogen 
selected from chlorine, bromine or iodine. The nucleophilic addition to the ester 

10 derivative gives directly die (S)-protected compound (HI). Suitable bases include, 
but are not limited to the alkyllithiums including, for example, jec-butyllithium, n- 
butyllithium, and r-butyllithium. The reactions are preferably conducted at low 
temperature, such as -78 degrees C. Suitable reaction conditions include running the 
reaction in inert solvents, such as but not limited to, ether, tetrahydrofuran and the 

15 like. Where R 2 and R3 are both hydrogen, then examples of Xi-C(R^(R 3 )-Xi 

include dibromomethane, diiodomethane, chloroiodomethane, bromoiodomethane 
and bromochloromethane. One skilled in the art knows the preferred conditions 
"required to conduct this reaction. Furthermore, if R2 and/or R3 are not -H, then by 
the addition of -C(R 2 )(R3>Xi to esters of the (S)-protected amino acid (II) to 

20 - produce the (S)-protected compound (EI), aii additional chiral center will be 
incorporated into the product, provided that R2 and R 3 are not the same. 

The (S)-protected compound (HI) is then reduced by means well known to 
those skilled in the art for reduction of a ketone to the corresponding secondary 
alcohol affording the corresponding alcohol (IV). The means and reaction 

25 conditions for reducing the (S)-protected compound (III) to the corresponding 

alcohol (IV) include, for example, sodium borohydride, lithium borohydride, borane, 
diisobutylaluminum hydride, and lithium aluminium hydride. Sodium borohydride 
is the preferred reducing agent The reductions are carried out for a period of time 
between 1 hour and 3 days at temperatures ranging from -78 degrees C to elevated 

30 temperature xtp to the reflux point of the solvent employed. It is preferred to conduct 
the reduction between -78 degrees C and 0 degrees C. If borane is used, it may be 
employed as a complex, for example, borane-methyl sulfide complex, borane- 
piperidine complex, or borane-tetrahydrofuran complex. The preferred combination 
of reducing agents and reaction conditions needed are known to those skilled in the 

35 art, see for example, Larock, R.C. in Comprehensive Organic Transformations, 
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VCH Publishers, 1989. The reduction of the (S)-protected compound (HI) to the 
corresponding alcohol (TV) produces the second chiial colter (third chiral center if 
R 2 and R 3 are not the same). The reduction of the (S)-protected compound (HI) 
produces a mixture of enanliomers at the second cento, (S, R/S)-alcohol (TV)- This 
5 enantiomeric mixture is then separated by means known to those skilled in the art 
such as selective low-temperature recrystallization or chromatographic separation, 
for example by HPLC, employing commercially available chiral columns. The 
enantiomer that is used in the remainder of the process of CHART A is the (S,S)- 
alcohol (IV) since this enantiomer will give the desired biologically active anti- 

1 0 Alzheimer (SJR)-substituted amine (X). 

The (S, S)-alcohol (IV) is transformed to the corresponding epoxide (V) by 
means known to those skilled in the art. The stereochemistry of the (S)-(TV) center 
is maintained in forming the epoxide (V). A preferred means is by reaction with 
base, for example, but not limited to, hydroxide ion generated from sodium 

15 hydroxide, potassium hydroxide, lithium hydroxide and the like. Reaction 
conditions include the use of C\-Cq alcohol solvents; ethanol is preferred. A 
common co-solvent, such as for exainple, ethyl acetate may also be employed. 
Reactions are conducted at temperatures ranging from -45 degrees C up to the reflux 
temperature of the alcohol employed; preferred temperature ranges are between -20 

20 degrees C and 20-25 degrees C. 

The epoxide (V) is then reacted with the appropriately substituted C-tetminal 
amine, Rc-NH 2 (VI) by means known to those skilled in the art that opens the 
epoxide to produce the desired corresponding enantiomerically pure (S,R)-protected 
alcohol (VII). The substituted C-tenninal amines, Rc-NH 2 (VI) of this invention are 

25 commercially available or are known to those skilled in the art and can be readily 
prepared from known compounds. Rc includes: 

(I)~Ci-Cio alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi^Ri^ where Ri* and Ri^are as 

30 defined above, -OOO NRi^R^ where Ri* and Ri-b are as defined above, -S(=0)o. 2 
Ru where Ri-a is as defined above, - NRi^OO NRi-aRi-b where Ru and Ri-b are as 
defined above, -0=0 NRi JRi-b where Ri* and Ri_b are as defined above, and - 
S(=0) 2 NRiJlu, where R^ and Ri-b are as defined above, 
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(11) -(CH2)o-3-(C3-C8) cycloalkyl where cycloalkyl can be optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3> Q-Q alkoxy, -O-phenyl, -CO- 
OH, -CO-CKC1-C4 alkyl), -NRiJli^ where Ri* and Ri_b are as defined above, 
5 (HI) -{CRc-xRc-y)o4-Rc-aryi where Rc-x and Rc- y are 

-H, 

C1-C4 alkyl optionally substituted with one or two -OH, 
C1-C4 alkoxy optionally substituted with one, two, or three of 
-F, 

10 -(CH 2 )o^C 3 -C 7 cycloalkyl, 

C2-C6 alkenyl containing one or two double bonds, 
C2-C6 alkynyl contianing one or two triple bonds, 
phenyl-, 

and where Rc-x and Rc- y are taken together with the carbon to which they are 
1 5 attached to form a carbocycle of three, four, five, six and seven carbon atoms, 

optionally where one carbon atom is replaced by a heteroatom selected from the 

group consisting of ■ V 

-0-, -S-, -SO2-, -NRn-2- and Rc-aiyi is defhied as R^-jay! is defined below; 

(TV) -(CR6x^-y)d4-^hc^i5f where R^te^t is defined as Rn 
20 hetcioaryi is defined above and Re* and Rc-y are as defined above, 

(V) -(CRc- x Rc-y)(M-Rc^iyi-Rc-aiyi where Rc-aiyh Re* and Rc-y are as 

defined above, 

(VI) -(CRc-xRc-y)(M-R<>aryl-Rc-heteroaiyl Where Rc-aryl , Rc^ietcroaiyl Rc-x 

and Rc-y are as defined above, 

25 (VDf) KCRc^Rc^WRoheteroaryl-'Rc^aiyl where Rc-heteroaiyl, Rc*ryl> Rox 

and Rc-y are as defined above, 

(VIE) -(CRoxRc-y)o4-Rc*cteToaiyl-Rc4ietejmryl where Rc-hcteroaiyb Rc-x and 

Rc-y are as defined above, 

(IX) -((^.xRc-yJo^-Rc^rRohetcmcycie where Rc^ryb Rc-x and Rc y are 
30 as defined above, and Rc-hctcrocyde is defined as RN-heterocycie,is defined below, 

(X) ^CRc-xRc-y)M-Rc-h^^ Rc-hctcroaryl, Rc- 

hctcrocycie, Rc-x and Rc-y are as defined above, 
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(XI) -(CRo x Rc-y)o^-^hetBrocyck where Rc-heterocycle, Rc-aryl, Rc* 

and Rc-y are as defined above, 

(XII) -(C^.x^y)M-^^ebTOcyde"Rc^tcroaiyI where Rc-heterocycle, Rc- 

heteroary^Ro-x and Rc_ y are as defined above, 
5 POQI) -(CRc-xRc^)m-R^ where Rc-heterocyde, Rc-x 

and Rc-y are as defined above, 

(XIV) -(^xRc-yWRc-tetemcycie where Rc-hetoocycic is defined as R u 
hctcrocycie is defined above, and Rc- X and Rc- y are as defined above, 

(XV) -[C(Rc-0(Rc-2)]i-3-CO-N-(Rc.3)2 where Rc-i and Rc- 2 are the 
1 0 same or different and are selected from the group consisting of: 

(A) -H, 

(B) -Ci-C 6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of Ct-C 3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRiJti* where Ri- a and R^ are as 

15 defined above, 

(C) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi_ 
a Ri-b where R^and Ri_b are as defined above, r ^ . 

20 (D) C2-C6 alkynyl with one or two Mple 'Sonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
d-C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi- 
aRi.b where Ri^ and Ri_b are as defined above, 

(E) -(CH2)i.2-S(0)o-HCrC 6 alkyl), 

25 (F) -(CH 2 )(M-C3-C7 cycloalkyl, optionally substituted with 

one, two or three substituents selected from the group consisting of C1-C3 alkyl, -F, - 

a, 

-Br, -I, -OH, -SH, -ON, -CF 3 , Ci-Q alkoxy, -O-phenyl, -NRi^Ri-b where Ri- a and 
Ri_b are as defined above, 
30 (G) -(C1-C4 alkyl)-Re-oryi where Ro-eryi is as defined for Ri-aiyi, 

(H) -(C1-C4 alkyl^Rc^teraaryi where Rchetaoaiyi is as defined 

above, 
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above, 



5 



(J) -Rc-hetcroaryi where Rc-beteroaryi is as defined above, 
(K) -Rc-heterocycie where Rc-heterocycie is as defined above, 
(M) -(CH 2 )M-Rc4-(CH 2 )cM-Rc'^ryi where Rc4 is -0-, -S- or 



-NRc-5- where Rc-5 is Q-C6 alkyl, and where Re-aryi is defined above, 

(N) ^CH^m-Rc^CH^ where Rc-4 and 

Rc-heteroaryi are as defined above, 

(O) -Rc^ryi where Re-«ryi is as defined above, 
10 and where Rc-3 is the same or different and is: 



substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NR^aR^ where Ri* and Ri* are as 
15 defined above, 



substituted with one, two or three substituents selected from the group consisting of 



substituted with one, two or three substituents selected from the group consisting of 
Q-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 > Ci-C 6 alkoxy, -O-phenyl, -NRi. 
aRi-b where R^ and R^, are as defined above, 

(E) -(CH2)m-C3-C7 cycloalkyl, optionally substituted with 
25 one, two or three substituents selected from the group consisting of Q-C3 alkyl, -F, - 
CI, 

-Br, -I, -OH, -SH, -C=N, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -NRi-aRi-b where Ru and 
Ri.bare as defined above, 



(A) -H, 

(B) -Ci-Ce alkyl optionally substituted with one, two or three 



(C) CVCs alkenyl with one or two double bonds, optionally 



20 




30 



(F) -Rc'-aiyi where Rc^ is as defined above, 

(G) -Rc-hcteroaiy! where Rc^etcroaiyi is as defined above, 

(H) -Rc-hctcrocydc where Rc-hcterocyde is as defined above, 
(0 -(C1-C4 alkyl)-Re-aryi where Re-aryi is as defined above, 
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(J) -(C1-C4 alkyiyRc-heteoaiyi where Rctetemaiyi is as defined 

above, 

(K) -(C1-C4 aIkyl)-Rc-h C ten)cycie where Rc-heterocyde is as defined 

above, 

5 (XVI) -CH(Roaryi)2 where Rc-aryi are the same or different and are as 

defined above, 

(XVII) -CH(Rc-heteroaiyi)2 where Rohcteroaryi are the same or different 
and are as defined above, 

(XVm) -CT(Rc^yO(Rc-heteroaiyO where Rc-aryi and Rc^eteroaiyi are as 

10 defined above, 

(XIX) -cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi 

Or Rc-heteroaiyl Or Rc-heterocycle Where R<>aiyl Or Rc-heteroaryl OX Rc-hcterocycle are as defined 

above where one carbon of cyclopentyl, cyclohexyl, or -cycloheptyl is optionally 
replaced with NH, NRn-s, O, S(=0)o-2 , and where cyclopentyl, cyclohexyl, or 
15 -cycloheptyl can be optionally substituted with one or two -C1-C3 alkyl, -F, -OH, - 
SH, -ON, -CF 3 > Ci-Q> alkoxy, =0, -NRuft-b where R Isl and R vb are as defined 
above, 

(XX) C2-C10 alkenyl containing one or two double bonds optionally 
substituted with one, two or three substituents selected from the group consisting of 

20 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, 
-NRi^Ri-b where R^ and R^ are as defined above, 

(XXI) C2-C10 alkynyl containing one or two triple bonds optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C x -C 6 alkoxy, -O-phenyl, 

25 -NRi-aRi-b where Ri- a and Ri* are as defined above, 

(XXI) -(CT 2 )o-i-CHRc^(CH2)o-rRc-ary] where Rc^yi is as defined 
above and Rc-6 is -(CH 2 )o^-OH, 

(XXII) -(CH^w-CHRc^K^Vi-Rc^eteroaryi where Rc-heteroayi and 
Rc-6 is as defined above, 

30 (XXm) -CH(-Rc-aryi Or Rc-hctemaryl>CO-0(Cl-C4 alkyl) Where Rc-aiyl 

and Rc-ieteroaryi are as defined above, 

(XXIV) -CH(-CH 2 -OH)-CH(-OH)-phenyl-N02, 

(XXV) (Ci-C 6 alkyl)-0-(Ci-C 6 alkyl)-OH, 



WO 02/02512 PCTYUS01/21012 

61 

(XXVH) ^ r NH-CH 2 -CH(-(>CH2-CH3)2, 

pocvm)-H, 

(XXIX) K^WCC^NRi-JCNRi^Ri-b) where Ri^ and R^, are as 

defined above. 
5 It is preferred that Rc is: 

-C r C 8 alkyl, 

-(CH2)o-3-(C3-C7) cycloalkyl, 

-(CRc. x Rc. y )(M-Rc-eryb 
-(Ql(> x Rc-y)(M-Rc4ieten)ary! t 
10 -(CRc-xRc-y)04-Rc-beterocycIc> 

-cyclopentyl or -cyclohexyl ring fused to Rc-aiyi or Rc-heteroaiyi or 

Rc-heterocycle. 

It is more preferred that Rc is: 

-(CH 2 )a-3-(C3-C 7 ) cycloalkyl, 

15 -(CRc- x Rc-y)04-Rc-«Tyl, 

-(CRc- x Rc-y)o4-Rc-hetcraaryI, 
"(CRc-xRc^)(M-Rc4icterocycle, 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aiyi or Rc-hotcroaiyi or 

Rc-heterocycle. \ . 

20 It is even more preferred that Rc is: 

-(CRc- x Rc-y)(M*-Rc-aryh 
-(CRc-xRc^O^-Rc-hctcmaryl, 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aryi 01 Rc-heteroaryi or 

Rc-heterocycle. 

25 It is still more preferred that Rc is selected from the group consisting of: 
-(CRc*Rc^)o-4-Rc-aryi where Rc-aiyi is phenyl, 

-(CRc. x Roy)(M-Rc-hcteroaiyl, 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aiyi or Rc-heteroaiyi or Rc- 
heterocycie. Further, it is preferred that when Rc is phenyl, it is substituted in the 3- 
30 position or 3,5-positions. 

Suitable reaction conditions for opening the epoxide (V) include running the 
reaction in a wide range of common and inert solvents. C\-Cfi alcohol solvents are 
preferred and isopropyl alcohol most preferred The reactions can be run at 
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temperatures ranging from 20-25 degrees C up to the reflux temperature of the 
alcohol employed. The preferred temperature range for conducting the reaction is 
between 50 degrees C up to the reflux temperature of the alcohol employed. When 
the substituted C-terminal amine (VI) is a l-amino-3,5-cis-diniethyl 
5 cyclohexyldicarboxylate it is preferrably prepared as follows. To dimethyl-5- 
ammoisophlhalate in acetic acid and methanol, is added rhodium in alumina in a 
high-pressure bottle. The bottle is saturated with hydrogen at 55 psi and shaken for 
one week of time. The mixture is then filtered through a layer of diatomaceous earth 
and rinsed with methanol three times, the solvents are removed under reduced 

10 pressure (with heat) to give a concentrate. The concentrate is triturated with ether 
and filtered again to give the desired C-terminal amine (VI). When the substituted 
C-terminal amine (VI) is l-amino-3,5-cis-dimethoxy cyclohexane it is prepared by 
following the general procedure above and making non-critical variations but 
starting wth 3,5-dimethoxyaniline. When the substituted C-terminal amine (VI) is 

15 an aminomethyl group where the substituenl on the methyl group is an aryl group, 
for example NHrCH 2 -Rc-aryi 3 and NH 2 -CH2-Rc-aryi is not commercially available it 
is preferrably prepared as follows. A suitable starting material is the (appropriately 
substituted) aralkyl compound. The first step is bromination of the alkyl substituted 
via methods known to those skilled in the art, see for example R.C. Larock in 

20 Comprehensive Organic Transformations, VCH Publishers, 1989, p. 313. Next the 
alkyl halide is reacted with azide to produce the aryl-(alkyl)-azide. Last the azide is 
reduced to the corresponding amine by hydrogen/catalyst to give the C-terminal 
amine (VI) of formula NH 2 -CH2-Rc-aiyi- The suitably functionalized C-terminal 
amines (VI) may readily be prepared by one skilled in the art via known methods in 

25 the literature, making non-significant modifications. Select literature references 
include 1) Calderwood, et al, Tet. Lett., 1997, 38, 1241, 2) Ciganek, J. Org. Chem., 
1992, 57, 4521, 3) Thurkan£ et al., J. Med Chem., 1990, 33, 1452, 4) Werner, et al., 
Org. Syn., Coll Vol. 5, 273, 5) J. Med. Chem., 1999, 42, 4193, 6) Chem. Rev. 1995, 
95, 2457, 7) J. Am. Chem. Soc, 1986, 3150, 8) Felman et al, J. Med. Chem., 1992, 

30 35, 1183, 9) J. Am. Chem. Soc. 1970, 92, 3700, 10) J. Med Chem.,1991, 40, 2323. 
CHART B discloses an alternative process for production of the 
enantiomerically pure (S,R)-protected alcohol (VII) from the (S)-protected 
compound (HT). In the alternative process, the (S)-protected compound (EH) is first 
reacted with the appropriately substituted C-terminal amine Re*NH 2 (VI) using the 
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preferred conditions described above to produce the corresponding (S)-protected 
ketone (XI) which is then reduced using the preferred conditions described above to 
produce the corresponding (S,R)-protected alcohol (VII). 

CHART C discloses another alternative process for production of 
5 enantiomerically pure (S,R)-protected alcohol (VII) but this time from the epoxide 
(V). In the process of CHART C, die epoxide (V) is reacted with azide to produce 
the corresponding enantiomerically pure (S,R)-protected azide (XII). Conditions to 
conduct the azide mediated epoxide opening are known to those skilled in the art, 
see for example, J. March, Advanced Organic Chemistry, 3 rd Edition, John Wiley & 

10 Sons Publishers, 1985, p. 380. Next, the (S ,R)-protected azide (XH) is reduced to 
the corresponding protected amine (XHT) by methods known to those skilled in the 
art. Preferred reducing conditions to reduce the (S,R>protected azide (XII) in the 
presence of a Mrotoxycarbonyl N-protecting group include catalytic hydrogenation, 
the conditions for which are known to those skilled in the art. Alternative reducing 

15 conditions which may be used to avoid N-deprotection with protecting groups other 
than f-butoxycarbonyl are known to those skilled in the art, see for example, R.C. 
Larock in Comprehensive Organic Transformations, VCH Publishers, 1989, p. 409. 

The (S,R)-protected alcohol (VH) is deprotebted to the corresponding (S ,R)- 
amine (VE) by means known to those skiUed in the art for removal of amine 

20 protecting group. Suitable means for removal of the amine protecting group 

depends on the nature of the protecting group. Those skilled in the art, knowing the 
nature of a specific protecting group, know which reagent is preferable for its 
removal. For example, it is preferred to remove the preferred protecting group, 
BOC, by dissolving the (S,R>protected alcohol (VH) in a trifluoro acetic 

25 acid/dichloromethane mixture. When complete, the solvents are removed under 
reduced nressure to oive the cnrresnnndmcr fS/RVamine fas the corresDOndine salt 
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Typical chemically suitable salts include trifluoro acetate, and the anion of mineral 
acids such as chloride, sulfate, phosphate; preferred is trifluoroacetate and chloride. 

The (S ,R>amine (VEQ is then reacted with an appropriately substituted 
amide forming agent (IX) such as anhydride, acyl halide, or acid of the formula 

5 (RN-1" X n)2 0 or R N-1" X N- X 2 or Rn-1- x N-° h (P0 b Y nitrogen-acylation means 
known to those skilled in the art to produce the corresponding (S,R)-substituted 
amine (X). Nitrogen acylation conditions for reaction of the (S,R)-amine (VUS) with 
an amide forming agent (IX) to produce the corresponding (S ^-substituted amine 
(X) are known to those skilled in the art and can be found in R-C. Larock in 

10 Comprehensive Organic Transformations, VCH Publishers, 1989, p. 981, 979, and 
972. Rn includes: 



are -H and Ci-C 4 alkyl, 

(D) -COKCR'R'Oi-e-XN-i where X N .i is selected from the . 



tetralinyl, indanyl, dihydronaphthyl or 6,7,8,9-tetrahydro-5H-benzo[a]cycloheptenyl, 
optionally substituted with one, two or three of die following substituents which can 
be the same or different and are: 



three substituents selected from the group consisting of C1-C3 alkyL, -F, -CI, -Br, -I, 
-OH, -SH, -ON, -CF 3 , Q-C 3 alkoxy, -NRiJEti* where Ri« and Ri- b are as defined 
above, 



15 



(T) Rn-i-Xk- where Xn is selected from the group consisting of: 

(A) -co-, 

(B) -S0 2 -, 

(C) <CR'R")i-6 where R' and R" are the same or different and 



20 




25 



(1) C1-C6 alkyl, optionally substituted with one, two or 



30 



(2) -OH, 

(3) -N02, 



(4) -F, -CI, -Br, -I, 

(5) -CO-OH, 

(6) -ON, 
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(7) -(CH 2 )(M-CO-NR n .2Rn.3 where R^ 2 and Rn_ 3 are 
the same or different and are selected from the group consisting of: 

(a) -H, 

(b) -Q-C6 alkyl optionally substituted with one 
5 substituted selected from the group consisting of: 

©-OH, 
(ii)-NH 2 , 

(c) -C1-C6 alkyl optionally substituted with 



one, two or three -F, -CI, -Br, -I, 



10 



15 



20 



25 



30 



bonds, 
bonds, 

and one triple bond, 
above, 

three double bonds), 
three triple bonds), 

above, 

defined above, 
defined above, 



(d) -C3-C7 cycloalkyl, 

(e) -(Ci-C 2 alkylHC 3 -C7 cycloalkyl), 

(f) -(C1-C6 alkyl>0-(Ci-C3 alkyl), 

(g) -C2-C6 alkenyl with one or two double 

(h) -CrCe alkynyl with one or two triple 

(i) -C1-C6 alkyl chain with one double bond 

(j) -Ri^yi where Ri-aryi is as defined above, 
(k) -Ri-heteroaryi where Ri-heteroaryi is as defined 

(8) -(CH 2 >u-CO-<Ci-C 12 alkyl), 

(9) -(CH 2 )(M-CO-(C 2 -Ci2 alkenyl with one, two or 

(10) -(CH 2 )(M-CCKC2-Ci2 alkynyl with one, two or 

(11) -(CH 2 )(m-CO-(C3-C7 cycloalkyl), 

(12) -(CH^-CO-Ri^Tyi where Ri^jyj is as defined 

(13) -{CH 2 )m-CO-Ri ^ctcroaryl where Ri-beteroaryl is as 

(14) -(CH^M-CO-Ri^ctcrocycic where Ri-heterocycie is as 
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(15) -(CH2)<w-CO-Rn-4 where is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazmyl, piperidinyl, 
homomorpholinyl, hcnnothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pynolinyl and pyrrolidinyl where each group is 

5 optionally substituted with one, two, three, or four of C\-Cs alkyl, 

(16) -(CHiWCOO-Rn-s where R N -5 is selected from 

the group consisting of: 

(a) C,-C 6 aIkyl, 

(b) -(CH 2 )o-2-(RiHsryi) where R^ is as defined 



10 above, 
bonds, 



(c) Cz-Cs alkenyl containing one or two double 

(d) C2-C6 aHeynyl containing one or two triple 



bonds, 

15 (e) C3-C7 cycloalkyl, 



defined above, 



(f) -(^^-CRi^etetunyi) where Ri-tatoonyi is as 
(17) -(CH 2 )o4-30 2 -NR n _ 2 Rn-3 where Rn. 2 and R N -3 are 

as defined above, 
2d' (18) -(CH 2 )o4-SO-(CrC 8 alkyl), 

(19) ~(CH 2 ) 0 ^O 2 -(C^Ci2 alkyl), 

(20) -(CH^m-SOHCs-C? cycloalkyl), 

(21) -(CH 2 )o^-N(H or Rn. 5 )-CO-0-Rn. 5 where Rn-s 
can be the same or different and is as defined above, 

25 (22) -(CH 2 )(m-N(H or R N _ 5 >CO-N(Rn. 5 )2, where R^-s 

can be the same or different and is as defined above, 

(23) -(CH2)<m-N-CS-N^5)2, where Rn-s can be the 
same or different and is as defined above, 

(24) -<CH 2 )(m-N(-H or R*,_ 5 )-CO-Rn-2 where Rn-5 and 
30 Rn-2 can be the same or different and are as defined above, 

(25) -(CH 2 )o4-NRn. 2 Rn-3 where Rn_ 2 and Rn-3 can be 
the same or different and are as defined above, 

(26) -(CH 2 WRn-4 where Rn-4 is as defined above, 

(27) -(CH 2 )(M-0-CCKCi-C6 alkyl), 
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(28) -(CH2)(M-0-P(OHORN^yi.i)2 where Rn-^u is -H 

or C t -C 4 alkyl, 

(29) -(CH 2 )(m-0-CO-N(Rn-5)2 where Rn_ 5 is as defined 

above, 

5 (30) <CH2)(M"0-CS-N(R N .5)2 where R*. 5 is as defined 

above, 

(31) -(CH 2 )(w-0-(Rn-5)2 where Rn. 5 is as defined 

above, 

(32) -(CH 2 )<m-0-( R^-s^-COOH where Rn-5 is as 

10 defined above, 

(33) -(CH 2 )o^-S-( Rn-s)2 where R N -s is as defined 

above, 

(34) -(CH 2 )o^-0-(Ci-C6 alkyl optionally substituted 
with one, two, three, four or five of -F), 

15 (35) C3-C7 cycloalkyl, 

(36) C2-C6 alkenyl with one or two double bonds 
optionally substituted with C r C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH,-ON, -CF 3 , Q- 
C3 alkoxy, -NRi-aRi_b where Rj* and Ri-b are as defined above, 

- (37) C2-G6 alkynyl with one or two triple bonds 
20 optionally substituted wifli C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci- 
C 3 alkoxy, -NR^R^ where R^ and Ri_b are as defined above, 

(38) -(CH 2 )(M-N(-H or R n . 5 )-S0 2 -Rn-2 where R^s and 
Rm_ 2 can be the same of different and are as described above, 

(39) -(CH 2 )<w- C 3 -C 7 cycloalkyl, 

25 (B) -R^-hetcroaryi where RN-heteroaryi is selected fiom the group 

consisting of: 

pyridinyl, 

pyrimidinyl, 

quinolinyl, 

30 benzothienyl, 

indolyl, 
indolinyl, 
pryidazinyl, 
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pyrazdnyl, 

isoindolyl, 

isoquinolyl, 

quinazolinyl, 

quinoxalinyl, 

phthalazinyl, 

imidazolyl, 

isoxazolyl, 

pyrazolyl, 

oxazolyl, 

fhiazolyl, 

indolizinyl, 

indazolyl, 

benzothiazolyl, 

beozimidazolyl, 

benzofuranyl, 

fiiranyl, 

thienyl, 

pyrrolyl, ^T' : 

oxadiazolyl, 

thiadiazolyl, 

triazolyl, 

tetrazolyl, 

oxazolopyridinyl, 

imidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

cinnolinyl, 

carbazolyl, 

beta-caibolinyl, 

isochiomanyl, 

chiomanyl, 

tetrahydroisoquinolinyl, 
isoindolinyl, 
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isobenzotetrahydro&ranyl, 

isobenzotetrahydrothienyl, 

isobenzothienyl, 

benzoxazolyl, 

pyridopyridinyl, 

benzotetrahydrofiiranyl, 

benzotetrahydrothienyl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazinyU 

phenothiazinyl, 

pteridinyl, 

benzothiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 

dibydrobenzisoxazdnyl, 

benzisoxazfriyl, ; ; , 

benzoxazinyl, . •* 

dihydrobenzisothiazinyl, 

benzopyranyl, 

benzotbiopyranyl, 

coumarinyl, 

isocoumarinyl, 

chromonyl, 

chromanonyl, 

pyridinyl-N-oxide, 

tetrahydroquinolinyl 

dihydroquinolinyl 

dihydroquinolinonyl 

dihydroisoquinolinonyl 

dihydrocoumarinyl 

dihydroisocoumarinyl 

isoindolinonyl 
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benzodioxanyl 

benzoxazolinonyl 

pyrrolyl N-oxide, 

pyrimidinyl N-oxide, 
5 pyridazinyl N-oxide, 

pyrazinyl N-oxide, 

quinolinyl N-oxide, 

indolyl N-oxide, 

indolinyl N-oxide, 
10 isoquinolyl N-oxide, 

quinazolinyl N-oxide, 

quinoxalinyl N-oxide, 

phthalazinyl N-oxide, 

imidazolyl N-oxide, 
15 isoxazolyl N-oxide, 

oxazolyl N-oxide, 

thiazolyl N-oxide, 

indolizinyl N-oxide, 

indazoiyl N-oxide, 
20 benzothiazolyl N-oxide, 

benzimidazolyl N-oxide, 

pyrrolyl N-oxide, 

oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 
25 triazolyl N-oxide, 

tetrazolyl N-oxide, 

benzothiopyranyl S-oxide, 

benzothiopyranyl S,S-dioxide, 
where the RN-heteroaryi group is bonded by any atom of the parent RN-bcteroaiyi g^o'up 
30 substituted by hydrogen such that the new bond to the R^hctcn>aiyi group replaces the 
hydrogen atom and its bond, where heteroaryl is optionally substituted with one, two 
three, or four of: 

(1) Ci-Q alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CL, -Br, -I, 
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-OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -NR^i* where R t -a and R^ are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

5 (4) -F, -CI, -Br, -I, 

(5) -CO-OH, 

(6) -C=N, 

(7) -<CH2)(m-CO-NR^2Rn^3 where R^and R^ are 
the same or different and are selected from the group consisting of: 

10 (a)-H, 

(b) -C1-C6 alkyl optionally substituted with one 
substituted selected from the group consisting of: 

(0-OH, 
(ii)-NH 2 , 

(c) -C1-C6 alkyl optionally substituted with one 



15 



to three -F, -CI, -Br, -I, 



20 

bonds, 
bonds, 

25 and one triple bond, 
above, 



30 



three double bonds), 
three triple bonds), 



(d) -C3-C7 cycloalkyl, 

(e) -(Ci-C 2 alkyl)-(C3-C7 cycloalkyl), 

(f) -(CrC 6 alkyl)-CKCi-C 3 alkyl), 

(g) -C2-C6 alkenyl with one or two double 

(h) -C2-Q alkynyl with one or two triple 

(i) -Ci-Qi alkyl chain with one double bond 

(j) -Ri-ajyi where Ri-aiyi is as defined above, 
(k) -Ri-heteroaiyi where Ri-beteroaiyi is as defined 

(8) -(CH^-CCKCi-Cn alkyl), 

(9) -(CH 2 >M-CO-(C2-Ci2 alkenyl with one, two or 

(10) -(CH 2 )(M-CO-(C2-Ci2 alkynyl with one, two or 
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above, 
5 defined above, 
defined above, 



(1 1) -(CT 2 W-CO-(C3-C7 cycloalkyl), 

(12) -(C^WCO-Ri-ary! where Ri-aiyi is as defined 

(13) ^CHajM^O-Ri^etet^i where Ri-beten>ajyi is as 

(14) -((312)0-4-00^1^0^016 where Ri-heterocycie is as 



(15) -(CH 2 )(M-CO-Rn^ where R*m is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 

10 homomoipholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 

homothiomoipholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substituted with one, two, three, or four of C1-C6 alkyl, 

(16) -(CH 2 )o-4-CO-ORn-5 where R^-s is selected from 

the group consisting of: 
15 (a) C,-C 6 alkyl, 

(b) -(CH 2 )o-2-(Ri-aiyi) where Ri^i is as defined 



20 



25 



above, 
bonds, 
bonds, 

defined above, 
as defined above, 



(c) C 2 -Q alkenyl containing one or two double 

(d) C 2 -C6 alkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, 

(f) -(CH 2 )o.2-(Rl.heten>a J yO where Ri-heteroaryl IS as 

(17) -(CH 2 )(m-S02-NR n . 2 Rn-3 where R^ 2 and R N _ 3 are 



30 



(18) -(CH 2 )(m-SO-(Ci-C8 alkyl), 

(19) -(CH 2 WS0 2 .(C 1 ^ l2 alkyl), 

(20) -(CH 2 )(M-S0 2 -(C3-C7 cycloalkyl), 

(21) -(CH 2 )(M-N(H or Rn- 5 )-C0-O-R n . 5 where ^5 
can be the same or different and is as defined above, 

(22) -(CH 2 )<M-N(H or Rn_ 5 )-CO-N(Rn-5) 2 , where R^. 5 
can be the same or different and is as defined above, 
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(23) -(CHIiJm-N-CS-NCRn-s^, where R^ 5 can be the 
same or different and is as defined above, 

(24) -(CH 2 WN(-H or R^CO-R^ where R*u> and 
Rn-2 can be the same or different and are as defined above, 

5 (25) -(CH 2 )o4-NRn-2Rw-3 where R N -2 and Rn-3 can be 

the same or different and are as defined above, 

(26) -(CH 2 )<m-Rn-4 where Rn-4 is as defined above, 

(27) -(CH 2 )(M-0-C(>(Ci-C6 alkyl), 

(28) -(CH 2 )a4-0-P(0)-(OR N - aryl -i)2 where IWyt-i is -H 



10 or Ci-C 4 alkyl, 
above, 



(29) -(CH 2 )(M-0-CO-N(R N . 5 )2 where Rn- 5 is as defined 

(30) ^CH^m-O-CS-N^s^ where R N . 5 is as defined 



above, 

15 (31) -(CH 2 )(m-0-{Rn-5)2 where Rn-s is as defined 



above, 

defined above, 
20 above, 



(32) -(CH 2 )cm-0-( Rn. 5 )2-COOH where R N - 5 is as 

(33) -(CH 2 )<m-S-( Rn-s)2 where R N -s is as defined 



(34) -(CH 2 )(M-0-<CrC6 alkyl optionally substituted 
with one, two, three, four, or five of -F), 

(35) C3-C7 cycloalkyl, 

(36) C2-C6 alkenyl with one or two double bonds 

25 optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Q- 
C 3 alkoxy, -NR^Ri^ where Ri* and R^ are as defined above, 

(37) C 2 -C6 alkynyl with one or two triple bonds 
optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r 
C 3 alkoxy, -NRi^Ri^, where R^ and R^ are as defined above, 

30 (38) -(CH 2 )<m-N(-H or Rn-5)-S0 2 -Rn- 2 where Rn-5 and 

Rn_ 2 can be the same or different and are as described above, 

(39) -(CH 2 W C3-C7 cycloalkyl, 

(C) Rw^aiyl- W-RN-aryl, 
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(D) RN-ajyl-W-RN^eteoaryb 

(E) RN-aryi-W-RN-i^terocycie, where RN-heterocycic is defined as 
Ri^eterocycieis defined above, 

(F) R^-hetBroaryl-W-Rw^ryi, 

5 (G) RN-hetax^l-W-RN4ictcroaiyb 

(H) J^heteK^rW-RN-i^jeteocycle, where RN-l-betcrocycle IS defined 

as Ri^ieterocycieis defined above, 

0) RN-hetcrocycle-W-RN-aiyl, 
(J) RN4ictcrocycle-W-RN-heteroaiyl» 
10 (K) RN-heterocycIc-W-R^.i4,cterocycle, 

where W is 

(1) -(CH 2 )<m-, 

(2) -0-, 

(3) -S(0)o- 2 -, . 

1 5 (4) -N(Rn-s)- where Rn-5 is as defined above, or 

(5)-CO-; 

(H) -CO-^Ci-Cio alkyl) where alkyl is optionally substituted with one 
two, or three substitutents selected from the group consisting of: 
(A) -OH, , 

20 (B) -C r C6 alkoxy, 

(CO -Ci-Cs thioalkoxy, 

(D) -CO-O-R^g where R*w$ is -H, Ci-C 6 alkyl or -phenyl, 

(E) -CO-NRn>2Rn-3 where R*j-2 and Rn- 3 are the same or 
different and are as defined above, 

25 (F) -CO-Rn-4 where Rn^ is as defined above, 

(G) -SCVCCi-Cg alkyl), 

(H) -S0 2 -NRn-2Rn-3 where Rn-2 and R^-3 are the same or 
different and are as defined above, 

©-NH-CCKCi-Qalkyl), 
30 (J) -NH-CO-O-Rn-8 where Rn-s is as defined above, 

(K) -NR^ 2 Rn-3 where R^ 2 and Rn-3 are the same or different 
and are as defined above, 

(L) -Rn^ where R>m is as defined above, 
(M)-0-COKCi-C6 alkyl), 
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(N) -O-CO-NRn^Rh^ where the R^^s are the same or 
different and are as defined above, 

(O) -0-(Ci-Cs alkyl)-COOH, 

(P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 
5 three of: -F, -CL -Br, -I), 

(Q) -MH-S0 2 -(Ci-C 6 alkyl), 

(R)-F,-C1, 

(m) -CCKCj-Ce alkyl)-0-(Ci-C6 alkyl) where alkyl is optionally 
substituted with one, two, or three substitutents selected from the group consisting 
10 of: 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -CO-O-Rjm where Sim is -H, Ci-C 6 alkyl or -phenyl, 
15 (E) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or 

different and are as defined above, 

(TP) -CO-Rn-4 where Rn_4 is as defined above, 

(G) -S0 2 -(C,-C 8 alkylX 

(H) -S0 2 -NRn-2Rn-3 where Rjjj.2 and Rn-3 are the same or 
20 different and are as defined above, 

(D-NH-CO-(Ci-C 6 alkyl), 
(J) -NH-CO-O-Rn-8 where Rm-8 is as defined above, 
(K) -NR N - 2 Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 
25 (L) -Rn-4 where Rn-4 is as defined above, 

(M) -0-CO-(Ci-Qi alkyl), 

(N) -0-CO-NRn-8Rn-8 where the Rn-8S are the same or 
different and are as defined above, 

(O) -0-(Ci-C 5 a]kyl)-COOH, 
30 (P) -0-{Ci-C6 alkyl optionally substitued with one, two, or 

threeof:-F,-CL-Br,-n, 

(Q) -NH-S02-(Ci-C6 alkyl), 

(R)-F,-CL 
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(IV) -CCHCi-Q alkyl)-S-(Ci-C6 alkyl) where alkyl is optionally 
substituted with one, two, or three substitutents selected from the group consisting 
of: 

(A) -OH, 

5 (B) -C r C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -CO-O-Rn-8 where R^ is as defined above, 

1 (B) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 
10 (F) -CO-Rn-4 where Rn-4 is as defined above, 

(G) ^02-(Ci-C 8 alkyl), 

(H) -S02-NRn. 2 Rn-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

00 -NH-CO-(Ci-C6 alkyl), 
15 (J) -NH-CO-O-Rn.8 where Rn-s is as defined above, 

(K) -NRm-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(L) -Rn-4 where Rn-4 is as defined above, 
(M)-0-CO-(d-C6 alkyl), . , 

20 (N) -O-CONRn-sRn-s where the Rn-ss afeffifc same or 

different and are as defined above, 

(O) -O-CCt-Cs alkyl)-COOH, 

(P) -CKCi-C 6 alkyl optionally substitued with one, two, or 
three of: -F, -d,-Br,-l), 
25 (Q) -NH-S02-(Ci-C6 alkyl), 

CR)-F, -a, 

(V) -CaCHKCH 2 )o^2-0^ where 
RN-aryi and RN-hetermryi are as defined above, where R N -io is selected from the group 
consisting of: 

30 (A)-H, 

(B) C,-C6 alkyl 

(C) C3-C7 cycloalkyl, 

(D) C2-C6 alkenyl with one double bond, 
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(E) C 2 -C 6 alkynyl with one triple bond, 

(F) Ri^ryi where Ri^ryi is as defined above, 

(G) Rw-heteroaiyi where RN-heteroaryi is as defined above, 
(VI) -CO-(C 3 -C8 cycloalkyl) where alkyl is optionally substituted 

5 with one or two substitutents selected from the group consisting of: 

(AXCH^-OH, 

(B) -(CH^CM-Ci^ alkoxy, 

(C) -(CH2)o-4-Ci-C6 thioalkoxy, 

(D) -(CH^o^-CO-O-Rn^ where Rn-8 is -H, Ci-C 6 alkyl or - 

10 phenyl, 

(E) -(C3H2){m-CO-NR n . 2 Rn-3 where Rn-2 and R^ are the 
same or different and are as defined above, 

(F) -(CH^o^-CORn^ where Rj^ is as defined above, 

(G) -(CH^-SC^-CCrCg alkyl), 

15 (H) -{CH2) m -S02->Wn-2Rn-3 where Rn_ 2 and R^ are the 

same or different and are as defined above, 

(0 -(CH 2 )o-4-NH-CO-(Ci-C 6 alkyl), 

(J) -NH-CO-O-Rn-s where Rn-8 is as defined above, 

(K) -(CH2)o-4-NRn-2Rn-3 where Rn-2 and Rn-3 are the same o 

20 different and are as defined above, 

(L) -(CH 2 )o_4-Rn^ where Rn-4 is as defined above, 
(M)-OCO-(Ci-C 6 alkyl), 

(N) -O-CO-NRn^Rn-8 where the R^s are the same or 
different and are as defined above, 
25 (O) -CKC1-C5 a!kyi>COOH, 

(P) -CKCi-Ce alkyl optionally substitued with one, two, or 
three of: -F, -CI, -Br, -I), 

(Q) -NH-S0 2 -(C 1 -C 6 alkyl), 

(R)-F,-C1. 

30 It is preferred that Rn is selected from the group consisting of: 
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Rn-i-Xn- where Xn is -CO-, where R^-i is RN-myi or Rw-hctcroaiyi where RN-my! 
is phenyl where the substitution on phenyl is 1,3-, and where Rw-aiyi or RN-tetcraaryi are 
substituted with one -CO-NRn-2Rn-3> 

Rn-i-Xn- where Xn is-CO-, where R^-i is RN-aryi or Rw-heteroaiyi where RN-aryi is 
5 phenyl substituted with one Ci alkyl where the substitution on the phenyl is 1,3,5-, 
and where RN-aryi or RN-heteroaryi are substituted with one -CO-NRn-2Rn-3> 

RN-rX N - where X N is -CO-, where Rn-i is RN-hetemaryi where RN-heteroaryi is 
substituted with one -CO-NRn-2Rn-3. It is further preferred that R N _ 2 and Rn-3 are the 
same and are C3 alkyl. It is farther preferred that: 
10 R*m-Xn- where Xn is -CO-, where Rn-i is RN-aryi where RN-aryi is phenyl 

substituted witibt one -CO-NRn-2Rn-3 where the substitution on phenyl is 1,3-, 

Rn-i-Xn- where Xn is-CO-, where R N -i is RN-aryi where Rn^i is phenyl 
substituted with one Ci alkyl and with one -CO-NRn-2Rn-3 where the substitution on 
the phenyl is 1,3,5-. It is preferred that Xn is (A) -CO- and (B) -S0 2 -; it is more 
15 preferred that X N be -CO-. X 2 includes -CI, -Br, it is preferred that X 2 is -CL 

The nitrogen-acylation of primary amines to produce secondary amides is 
one of the oldest known reactions. The amide forming agents, (Rn-1" x N)20 or R 
N-1~XN" X 2 or R N-1" X N"0 H (IX) 3X0 known to those skilled in the art and are 
commercially available or can be readily prepared from known starting materials by 
20 methods known in the literature. It is preferred to use an isophthalic acid acylating 
agent (IX) of the formula RN-zRN-jN-CO-phenyl-CO- or a methylisophthalic acid 
acylating agent (IX) of the formula 

RN.2RN-3N-CO-(CH 3 -)phenyl-CO- where the substitution is 5-methyl-l,3-isophthalic 
acid. The more preferred 5-methyl-l,3-isophthalic acid is 3-[(N,N- 

25 dipropylamino)carbonyl]-5-methyIbenzoic acid (IX). These compounds are 
preferably prepared as follows. An ester, preferably the monomethyl ester of 
isophthalic acid or methyl 5-methyi-l,3-isophthalate is dissolved in a THF/DMF 
mixture. lJ'-Carbonyldiimidazole is added at 20-25 degrees C. Next the desired 
amine (H-NRN-2RN-3) is added. After 3-24 hr of stirring at 20 degrees C to the reflux 

30 temperature of the solvent, the reaction mixture is partitioned between saturated 
aqueous ammonium chloride and a water immiscible organic solvent such as ethyl 
acetate. The aqueous layer is separated and extracted twice more with the organic 
solvent (ethyl acetate). The organic extracts are combined and then washed with 
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saturated aqueous solutions of bicarbonate and saline and dried over anhydrous 
sodium sulfate or magnesium sulfate. Filtration of the drying agent and removal of 
solvents by reduced pressure gives the methyl ester of the desired RN-2RN-3N-CO- 
phenyl~CO-0-CH3 or a methylisophthalic acid acylating agent (EX) RN.2RN-3N-CO- 
5 (CH3-)phenyl-CO-0-CH 3 . Purification of the (methyl) ester can be achieved via 
chromatography on silica gel eluting with ethyl acetate in hexanes. The isophthalate 
ester or methylisophthalate ester of the mono-alkyl or di-alkyl amide is then treated 
with an aqueous solution of base such as lithium hydroxide in a minimum amount of 
THF/methanol/water and stirred 3-24 hours at 20 degrees C to the reflux 

1 0 temperature of the solvent. The solvents are then removed under reduced pressure 
and subsequently partitioned between water and a water immiscible solvent such as 
ethyl acetate, for example. If emulsions prohibit separation of the two phases, a 
small amount of saline is added to aid in separation. The aqueous phase is separated 
and extracted once more with a water immiscible solvent such as ethyl acetate, for 

15 example. The aqueous phase is then acidified with concentrated acid, preferably 
hydrochloric until pH < 3. The mixture obtained is then extracted three times with a 
water immiscible solvent such as ethyl acetate, for example. These combined 
organic extracts are dried over anhydrous sodium or magnesium sulfate. The drying 
agent is removed by filtration an<Lthe organic solvent is removed under reduced 

20 pressure to give product The mono- or di-alkyl amide 

isophthalate/methyhsophthalate is used as such in the next reaction with the (S,R> 
amine (VHI) to produce the (S,R)-substituted amine (X). 

When it is desired to produce a primary amide, Rn-2 and Rn-3 are both -H, the 
following procedure is preferred. An ester, preferably the methyl ester of 

25 isophthalate or methyl 5-methyl-l ,3-isophthalate is dissolved in a THF/DMF 

mixture. CDI is added at 20-25 degrees C. After five to thirty minutes, ammonia 
gas is bubbled into the mixture through a syringe needle for 1 hr. The mixture is 
cooled to 0 degrees C for the duration of the hour. The reaction is left stirring under 
a balloon of ammonia overnight at 20-25 degrees C, after which time the reaction 

30 mixture is partitioned between saturated aqueous ammonium chloride and a water 
immiscible solvent such as ethyl acetate, for example. The phases are separated and 
fiie aqueous phase is extracted twice more with ethyl acetate. The organic extracts 
are washed with saturated aqueous solutions of bicarbonate and saline and dried 
over anhydrous sodium or magnesium sulfate. Filtration of the drying agent and 
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removal of solvents under reduced pressure gives the ester of the desired isophthalic 
acid or the isophthalic acid acylating agent (IX). Purification of the (methyl) ester 
can be achieved via chromatography on silica gel eluting with 
isopropanol/chloroform. The isophthalate ester or methylisophthalate ester of the 
5 primary amide is then treated with an aqueous solution of base such as lithium 

hydroxide in a mnimnmi amount of THF/methanol/water and stirred overnight at 20- 
25 degrees C after which time the solvents are removed under reduced pressure and 
subsequently partitioned between water and a water immiscible solvent such as ethyl 
acetate, for example. If emulsions prohibit separation of the two phases, a small 

10 amount of saline is added to aid in separation. The aqueous phase is separated and 
extracted once more with a water immiscible solvent such as ethyl acetate, for 
example. The aqueous phase is then acidified with concentrated acid, preferably 
hydrochloric until pH < 3. The mixture obtained is then extracted three times with 
ethyl acetate. These combined organic extracts are dried over anhydrous sodium or 

15 magnesium sulfate. The (hying agent is removed by filtration and the organic 

solvent removed under reduced pressure to give product The amide isophthalic acid 
is used as such in the next reaction with (VHI) to produce (X). 

When it is desired that the amine be cyclized to be a group such as 
moipholinyl, piperazinyl, piperidinyl andpyirolidinyl, etc the following procedure is 

20 preferably followed An ester, preferably the meihyl ester of isophthalic acid or 
methyl 5-methyl-l ,3-isophthalate is dissolved in dry methylene chloride and three 
drops of DMF are added. The mixture is cooled to 0 degrees C and then oxalyl 
chloride is added. The mixture is stirred at 0 degrees C for 30 minutes to two hours 
after which the solvents are removed under reduced pressure. The acid chloride is 

25 left under vacuum overnight The crude acid chloride is dissolved in dry methylene 
and cooled to 0 degrees C before the addition of the cyclic amine and a tertiary 
amine base such as N-methyl piperidine, for example. The reaction mixture is 
stirred at 0 degrees C for 1 to 6 hr before the solvents are removed under reduced 
pressure. The residue is diluted with water and a water immiscible solvent such as 

30 ethyl acetate, for example, and the phases are separated. The aqueous phase is 
extracted twice more with a water immiscible solvent such as ethyl acetate, for 
example, and the combined organic extracts are washed with saturated aqueous 
bicarbonate and dried over anhydrous sodium or magnesium sulfate. Filtration of 
the drying agent and removal of solvents under reduced pressure gives the product 
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cyclic amide. The cyclic amide is then treated with an aqueous base such as lithium 
hydroxide in a minimum amount of THF/methanolAvater and stirred overnight at 20- 
25 degrees C, after which time the solvents are removed under reduced pressure and 
the residue is subsequently partitioned between water and a water immiscible 
5 solvent such as ethyl acetate, for example. The aqueous phase is extracted once 
more with ethyl acetate. Removal of water from the aqueous phase under reduced 
pressure gives the desired cyclic amide product (DC). 

When it is desired that is carbocycle, for example but not limited to, 

cyclohexane, one may then start with a suitably functionalized dimethyl isophthalate 

10 and via methods taught in the literature (Meyers, AJL, Org, Syn., 1971, 57, 103) one 
may reduce the six-membered ring with reducing agents such as rhodium (5%) on 
alumina in the presence of acetic acid and methanol under a hydrogen atmosphere to 
afford the corresponding dimethyl cyclohexane dicarboxylate. 

CHART D sets forth an alternative process for production of the (S,R)- 

1 5 substituted amine (X) from the (SJR)-protected azide (XII), which is produced from 
the corresponding epoxide (V) in CHART C. The amino protecting group is 
removed to produce the corresponding unprotected azide (XIV) by methods 
- previously described in CHART A for the conversion of (S,R)-protected alcohol „ 
(VII) to the corresponding (S,R)-amine (Yfll). The (S^)-iii^rot^6i*azide (XIV) 

20 is then acylated on nitrogen to produce the corresponding (S,R)-azide (XV). Next, 
the azide functionality is reduced as previously discussed for the conversion of the 
(S ,R)-protected azide (XII) to the corresponding (S,R)-protected amine (Xffl) to 
give the (S,R)-free amine (XVI). Last, the (S,R)-free amine (XVI) is transformed to 
the corresponding (S,R)-substituted amine (X) by nitrogen alkylation with a 

25 compound of the formula RcrX 3 to give the corresponding (S ,R)-substituted amine 
(X). X 3 is an appropriate leaving group, such as but not limited to, -CI, -Br, -I, -O- 
mesylate, -O-tosylate, Otriflate, etc. X 3 may also be an aldehyde; the corresponding 
coupling with (XVI) via the well known reductive amination procedure gives the 
(S,R)-substituted amine (X). 
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Carbocylic amide forming agents (EX) are also provided for by the invention. 
For example, the caibocyclic amide forming agents of the fomrala 

I 1 

R'-CH-C(R' '){R' * 5 )-CH-XnOH (DQ are readily prepared from known starting 
. 5 materials by methods disclosed in the literature and known to those skilled in the art, 
for example, J. Med Chem. 1998, 41, 1581, J. Org Chem 2000, 55, 1305. It is also 
understood that instead of the caiboxylic acid, one may readily employ an acyl 
halide, where the halide is preferably choride, or a suitable group to produce a mixed 
anhydride; these methods are taught by CHART A. For additional guidance on the 
10 formation of carbocyles and preferably cyclopropanes, one may consult M.P. Doyle; 
M.A. McKervery; T. Ye in Modern Catalytic Methods for Organic Synthesis with 
Diazo Compounds From Cyclopropanes to Ylides, Wiley-Interscience, 1998, pp. 
163-279. 

CHARTs E, F, G, and H disclose various methods to produce the R N portion 
15 of the substituted amine (X) where the phenyl ring of the R N 1,3-disubstituted 
moiety, 

-CO-phenyl-CO-, is further, substituted in the 5-position with various groups such as 
amides, nitriles, halides, and amines. These compounds are prepared by methods 

known to those skilled in the art The process chemistry of each reaction is known 

-.*-•_* % 

20 to those skilled in the art What is novel here is the order of each process step and/or 
the specific reactants used. One skilled in the art knowing the desired product would 
know at least one method to prepare the desired product by using known starting 
materials. Hence, the following discussion is not necessary but is set forth to further 
aid those interested in preparing the compounds of the invention. 

25 CHART E discloses alternate processes for the transformation of the aniline 

(XVH) or acid ester (XVHI) to the corresponding acid (DC-XXIII). One process 
begins with the commercially available aniline (XVII) where Rn* is preferably -H, 
C1-C4 alkyl or benzyL The aniline (XVH) is treated with a diazotizing reagent such 
as sodium or potassium nitrite in mineral acid, followed by a halogen source such as 

30 copper (IT) halide or alkali metal halide, or by an organic diazotizing reagent such as 
an alkyl nitrite in a strong acid such as acetic acid or trifluoroacetic acid, followed 
by a halide source such as copper (II) halide or alkali metal halide to give the halo 
acid ester (XIX) where Rn* is -CI, -Br or -L Alternatively, the acid ester (XVIII) is 
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treated with N-halosuccinimide and trifluoromethanesulfonic acid to give the halo 
acid ester (XIX). The halo acid ester (XIX) is then converted to the ester amide 
(XXI) using a primary or secondary amine of the formula H-NRNaiphaR^et* 
(AMINE) whore RNaipha and R*n>eta are the same or different or can be cyclizecL 
5 These groups, RNaipha and R*fl*ta* become part of the substituted amine (X) and are 
included in the definition of R*. Rn includes Rn-i-Xm- where the linker, -Xn-, 
includes -CO- and Rn-i includes Rw-aryi. RN-aiyi is defined to include phenyl (- 
phenyl) optionally substituted with two amides: 
-CONRn.2Rn-3 and 

10 -CO-Rn^. RNaipha and R^bcta include both the non-cyclic amides,-CONR^-2- 

Rn_3 and the cyclic amides-CO-R^ where Rn-2, Rn-3 and Rn-* are as defined in the 
claims. Alternatively, the halo acid ester (XIX) is converted to the dihalo ester (XX) 
by methods known to those skilled in the art. Rn-c includes -CI and -F. The dihalo 
ester (XX) is treated with a primary or secondary amine of the formula H- 

15 NR^aiphaRNbcta (AMINE) to give the ester amide (XXI). The ester amide (XXI) is 
then reacted with an AMINE in a carbon monoxide atmosphere in the presence of a 
palladium catalyst using methods such as those reviewed by Heck, (Palladium 
Reagents in Organic Synthesis, 1985 pp. 342-365). to give the diamide (XXII). 
: Hydrolysis of the ester portion of the diamide (XXII) using methods well known to 

20 those skilled in the art gives the diamide acid (XXIII). 

In CHART F, an alterate route to intermediate diamide (XXII) is shown 
starting from commercially available phenol (XXIV)- The phenol (XXTV) is treated 
with a trifluoromethanesulfonating reagent such as trifluoromethanesulfonic 
anhydride to give triflate (XXV). The triflate (XXV) is reacted under the conditions 

25 of palladium catalysis in the presence of carbon monoxide and an amine of the 

formula H-NRjfeiphaRNbeta (AMINE) as for the conversion of the ester amide (XXI) to 
the corresponding diamide (XXH) in CHART E to give the diester (XXVI). The 
diester (XXVI) is hydrolyzed using methods known to those skilled in the art to give 
the monoacid (XXVII). The monoacid (XXVH) is then converted to the diamide 

30 (XXII) using conditions such as for the conversion of the halo acid ester (XIX) to 
the ester amide (XXI) in CHART E. 

CHART G discloses another route to prepare the ester amide (XXI). The 
reaction starts with commercially available nitro compound (XXVIII) which is 
condensed with an (AMINE) using coupling methods known to those skilled in the 
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art to give the nitro amide (XXX). The nitro amide (XXX) can also be prepared by 
first treating the nitro compound (XXVIII) with reagents such as thionyl chloride, or 
DMF and oxalyl chloride, or other methods known to those skilled in the art to give 
the acid chloride (XXDQ, which upon treatment with the (AMINE) gives the nitro 
5 amide (XXX). Reduction of the nitro amide (XXX) using methods known to those 
skilled in the art (see, for example, Smith and March, Advanced Organic Chemistry, 
5 th ed.) gives amide aniline (XXXI). The amide aniline (XXXI) is then treated with 
diazotizing reagents such as sodium or potassium nitrite in mineral acid, followed by 
a halogen source such as copper (II) halide or alkali metal halide, or by an organic 

10 diazotizing reagent such as an alkyl nitrite in a strong acid such as acetic acid or 
trifhioroacetic acid, followed by a halide source such as copper (II) halide or alkali 
metal halide to give the ester amide (XXI). 

CHART H discloses a process to prepare the diamide acid (DC-XXHI) from 
the ester amide (XXI), where one of the amides is unsubstituted and is -CO-NH2. 

1 5 This process starts from either the ester or the acid, for example the ester amide 

(XXI) is treated with copper (I) cyanide (CuCN) in N-methy^)yrrolidinone or DMF, 
preferably N-methylpyrrohdinone, to give the nitrile (XXXII). The nitrile (XXXII) 
is converted to the primary amide (XXXIII) using urea-hydrogen peroxide complex 
(see Synth Commun. (1993) 3149) or the methods of Synth. Commua (1990) 1445, 

20 Synth ' Commun. (1997) 3119, J. Org. Cheni. (1992) 2521, Tet. Lett. (1996) 6555, 
Ind. J. Chem., Sect B, (1999) 974, Tet. Lett. (1995) 3469, Tet Lett. (1998) 3005, or 
others. When the ester amide (XXI) is in the form of an ester, an additional 
hydrolysis step using Uthium hydroxide, sodium hydroxide, potassium hydroxide, 
barium hydroxide, or other hydrolysis methods known to those skilled in the art is 

25 used to convert the diamide ester (XXXE) to the diamide acid (DC-XXHI). 

CHART I discloses an alternate synthetic route from the protected alcohol 
(VII) to the substituted amine (X) which uses a diprotected intermediate (XXXIV) 
whereby the nitrogen atom attached to the Rc substituted is protected. Using the 
process of CHART I, the mono protected alcohol (VII) is reacted with a new 

30 protecting group to form the orthogonally protected (XXXTV). This is a common 
strategy employed in traditional peptide chemistry by those skilled in the art, see M. 
Bodansky, Principles of Peptide Chemistry. When the mono protected alcohol (VII) 
is protected with CBZ one skilled in the ait could react it with either (BOC)2° 
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methylene chloride or similar organic solvent or FMOC-C1 in methylene chloride or 
similar organic solvent to prepare orthogonally protected (XXXIV). Then the CBZ 
group is removed by hydrogenation in the presence of a catalytic amount of 
palladium on carbon in an alcoholic solvent, such as methanol, or ethyl acetate, or 
5 with catalytic palladium on caibon in alcoholic solvents in the presence of 
ammonium formate as is known to those skilled in the art This gives the Rc-N 
protected (XXXV). Similarly, when the mono protected alcohol (VII) is protected 
as a BOC it can be reacted with CBZ-C1 under S chotten-B auman conditions or 
CBZ-OSu in THF to prepare the reversed (XXXIV). Then the BOC group can be 

1 0 cleaved with hydrochloric acid (4 N) in methanol, ethanol or dioxane or with 
trifluoroacetic acid in methylene chloride or by other methods such as those 
described in The Peptides, Analysis, Synthesis, Biology, Vol. 3, Ed. E. Gross and J. 
Meienhofer (1981) to liberate the CBZ Rc-N protected (XXXV). This functional 
group manipulation gives various permutations in the sequence (VII) to (XXXIV) to 

15 (XXXV) as is apparent to one skilled in the art When the appropriately Rc-N 

protected compound (XXXV) is reacted with the amide forming agent (IX), in acid 
form, under standard peptide coupling conditions, for example, EDC/HOBt in 
methylene chloride or DMF or a previously activated ^id, (R^)2p gives the 
corresponding Rw-substituted Rc-N protected (XXXVI). Simple de-protection of 

20 the R*i-substituted Rc-N protected (XXXVI) then gives the desired substituted 
amine (X). Thus when the R^-substituted Rc-N protected (XXXVI) is protected 
with BOC, treatment with hydrochloric acid (4N) in dioxane or the other reagents 
discussed above gives the substituted amine (X). When the R N -substituted Rc-N 
protected (XXXVI) is protected with CBZ, treatment with hydrogen from 10-50 psi 

25 in alcoholic solvents, such as methanol with a catalytic amount of palladium on 
carbon will give, after work-up, the desired substituted amine (X). Similarly when 
the ^substituted Rc-N protected (XXXVI) is protected with FMOC, treatment 
with a secondary amine, preferably either piperidine (10 %) or diethylamine (10 %) 
in an inert solvent such as, for example, methylene chloride will give after work up 

30 the desired substituted amine (X). 

CHART J discloses a process to prepare compounds where the phenyl ring 
of the Rn substituent of -CO-phenyl-CO is substituted with a sulfonamide group in 
the 5-position. The process starts with the halo amide ester (XXI, CHART E) which 
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is reacted with sodium nitrite, sulfur dioxide, copper chloride (II) and acetic acid by 
the method disclosed in Med Chem. 9 42, 3797 (1999) to prepare the sulfonyl 
chloride (XXXVII). The sulfonyl chloide (XXXVII) is then reacted with AMINE, 
as defined above, by methods known to those skilled in the art to produce the 
5 corresponding sulfonamide (XXXVm). Last the sulfonamide (XXXVIII) is 

transformed to the corresponding sulfonamide acid (XXXIX) by methods known to 
those skilled in the art such as using lithium hydroxide, sodium hydroxide, 
potassium hydroxide, barium hydroxide, or other hydrolysis methods known to 
those skilled in the art 

10 CHART K discloses how to prepare the Rn substituents where Rn is R*m- 

Xn-, where Xn is -CO- and Rn-i is Rw-aiyi where RN-aiyi is phenyl substituted with one 
alkyl group and one -CO-NRn^Rn-3 or -CO-Rn-4. See the discussion above for 
CHART E regarding the amine, H-NR^aiphaRNbeta (AMINE), used to form the amide 
Rn substituents. The process starts with the halo amide ester (XXI) which is then 

15 reacted with an alkyl boronic acid having the desired alkyl group in the presence of a 
palladium catalyst such as Pd(PPh3)Cl2 using the general method described in J. 
Med. Chem., 4288 (2000). The alkyl boronic acids are commercially available or 
can be prepared by the process described in J. Am. Chem. Soc, 60, 105 (1938). It is 
preferred that R^-b is bromo. This step produces the alkyl ester (XL) which is then: 

' * ' *-'v,7* *- » • , 

20 hydrolyzed by means known to those skilled in the art to produce the* desired alkyl 
acid(XLI). 

CHART L discloses a process to prepare the amide forming agent (IX - 
XLVII) where the Rn substituent is Rn-i-X n -, where the linker, -X N - is -CO-, where 
R*m is Rn^i and where IWyi is phenyl (-phenyl) substituted with groups: 

25 Ci-Ce alkyl, optionally substituted with one, two or three substituents 

selected from the group consisting of C1-C3 alkyl, -F, -Ci, -Br, -I, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -MRi^Ri-b where R^ and Ri-b are as defined above, and -N(-H 
and C1-C3 alkyl)-CO-RN.5. This specific amide forming agent, (DC - XLVII) is 
prepared by starting with the phenyl nitro compoud (XLII) which is reduced to the 

30 corresponding phenyl nitro hydroxy compound (XLIU) using borane-methyl sulfide 
or borane in THF. The phenyl nitro hydroxy compound (XLIU) is reduced to the 
corresponding phenyl amino hydroxy compound (XLIV) using hydrogen and 
palladium catalyst as is known to those skilled in the art The phenyl amino hydroxy 
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compound (XLTV) is reacted with an aldehyde in the presence of a reducing agent 
such as sodium cyanoborohydride or sodium triacetoxyborohydride to give the 
phenyl substituted amino hydroxy compound (XLV). The phenyl substituted amino 
hydroxy compound (XLV) is acylated with an acid chloride or acid anhydride by 
5 methods known to those skilled in the art to give the phenyl di substituted amino 
hydroxy compound (XL VI). The phenyl disubstituted amino hydroxy compound 
(XLVI) is hydrolyzed using an alkali hydroxide, followed by acidification, to give 
the amide forming agent (IX - XL VII). The amide forming agent (XLVTI) is then 
coupled with amine (VTH) using methods known to those skilled in the art and 

10 methods previously discussed, such as with diethyl cyanophosphonate, to give the 
substituted amine (X). Further treatment of the substituted amine (X) with diethyl 
cyanophosphonate gives the substituted amine where the hydroxyalkyl substituted 
on the phenyl ring has a phosphate substitutent 

CHART M discloses a process to prepare amide forming agents (IX- L) 

1 5 where the Rn substituent is Rn-i-X n -, where the linker, -X N - is -CO-, where R N -i is 
R.N<nyi and where Rk^i is phenyl (-phenyl) substituted with two groups. The first 
substituent at what is usually identified as position "5-" can be either: 

-RN-aryl Or 

-RN-heteroaryi. The second substituent at what is usually idmtifiedas: -;^ 
20 postion "3-" can be either: 

-CO-NRn-2Rn-3 or 

-CO-R*^. R^aipha and R^beta include both the non-cyclic amides,-CO- 
NRn-2Rn-3 and the cyclic amides-CO-R^ where R^, Rn-3 and Rn-4 are as 
defined in the claims. The process starts with the trisubstituted phenyl 
25 compound (XLVUI) where R*-d is -CI, -Br, -I or -O-triflate. Treatment with 

an aryl or heteroaryl boronic acid or heteroaryl or aryl boronic acid ester such 

as (aryl or heteroaryl)-B(OH)2 or (aryl or heteroaryl)-B(OR a )(OR b ) (where 
R a and R b are lower alkyl, ie. Ci-Cg, or taken together, R a and R b are lower 
alkylene, ie. C2-C12) in the presence of a metal catalyst with or without a 
30 base in an inert solvent yields (XLDQ. Metal catalysts in these 

transformations include, but are not limited to, salts or phosphine complexes 
of Cu, Pd, or Ni (eg. Cu(OAc)2, PdCl2(PPh 3 )2, NiCi 2 (PPh3)2). Bases may 
include, but are not limited to, alkaline earth metal carbonates, alkaline earth 
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metal bicarbonates, alkaline earth metal hydroxides, alkali metal carbonates, 
alkali metal bicarbonates, alkali metal hydroxides, alkali metal hydrides 
(preferably sodium hydride), alkali metal alkoxides (preferably sodium 
methoxide or sodium ethoxide), alkaline earth metal hydrides, alkali metal 
5 dialkylamides (preferably lithium diisopropylamide), alkali metal 

bis(trialkylsilyl)amides (preferably sodium bis(trimethylsilyl)aiDide), trialkyl 
amines (preferably diisopropylethylamine or triethylamine) or aromatic 
amines (preferably pyridine). Inert solvents may include, but are not limited 
to, acetonitrile, dialkyl ethers (preferably diethyl ether), cyclic ethers 

1 0 (preferably tetrahydrofuran or 1 ,4-dioxane), N,N-dialkylacetamides 

(preferably dimethylacetamide), N,N^iialkylformamides (preferably 
dimefhylformamide), dialkylsulfoxides preferably dimethylsulfoxide), 
aromatic hydrocarbons (preferably benzene or toluene) or haloalkanes 
(preferably methylene chloride). Preferred reaction temperatures range from 

1 5 room temperature up to the boiling point of the solvent employed. The 

reactions may be run in conventional glassware or in one of many 
commercially available parallel synthesizer units. Non-commerciaily 
available boronic acids or boronic acid esters may be obtained from the 
X - corresponding optionally substituted aryl halide as described in Tetrahedron, 

20 50, 979-988 (1994). Inteim 

metal hydroxide, for example lithium, sodium or potassium hydroxide, 
followed by acidification, to give aryl or heteroaryl coupled acids (EX-L). 
Alternatively, as described in Tetrahedron, 50, 979-988 (1994), one may 
convert the R^-d to ^ e corresponding boronic acid or boronic acid ester 

25 (OH)2B- or (OR a )(OR b )B- and obtain the same products set forth above by 

treating with a suitable aryl or heteroaryl halide or triflate. 

CHART N discloses a process to prepare amide forming agents (DC - LH) 
where the Rn substituent is Rn-i-X n - where the linker, -Xn- is -CO-, where R N _i is 
Rtf-aryi and where RN-aryl is phenyl (-phenyl) substituted with two groups. The first 
30 substituted at what is usually identified as postion "5-" is -OC-R. The second 

substituent at what is usually identified as postion "3-" can be either -CO-NRn-2Rn-3 
or -CO-Rhu. The halo ester (XXI) is treated with a mixture of PdCl2(Pphenyl 3 ) 2 and 
trimethylsilyl acetylene, using methods known to those skilled in the art, to give 



WO 02/02512 PCTYUS01/21012 

89 

acetylene ester (LI). Acetylene ester (LI) is then hydrolyzed using alkali metal 
hydroxide, followed by acidification, to give acetylene acid (IX - LA). 

CHARTs O and O' disclose processes to prepare amide forming agents (IX - 
LX) and (IX - LXCDl) with an extended methylene group where the Rn substituent is 
5 Rn-i-Xn- where the linker, -Xn- is -CO-, where Rn-i is RN-eryl and where Rw-aiyi is 
phenyl (-phenyl) substituted with two groups. The substituent at what is usually 
identified as postion "3- e< can be either -CO-NRn- 2 Rn-3 or -CO-Rn-4- In the process 
of CHART O, the substituent at the 5-position is -CH 2 CO-NH 2 and in the process of 
CHART O', the substituent at the 5-position is - CH 2 0=N. The starting diester acid 

10 (LEI) is reduced with borane in solvents such as THF to give the corresponding 
diester alcohol (LTV). The diester alcohol (LIV) is converted to the corresponding 
diester bromo compound (LV) using a brominating agent such as PBr 3 , CBr4, or 
other halogenatrng agent such as are known to those skilled in the art. The bromine 
of the diester bromo compound (LV) is then displaced with cyanide to give the 

15 corresponding nitrile (LVI). In CHART 0\ the nitrile (LVI) is then hydrolyzed to 
the corresponding cyano ester (LXT). The cyano ester (LXI) is then coupled with H- 
NRmxRnp (AMINE), as previously described using methods known to those skilled in 
the art to give the corresponding cyano amide (L50D). The cyano amide (LXDT) is 
then hydrolyzed to the corresponding cyano acid (EX-LXHI) which is in turn coupled 

20 with amine (VIE) to give the substituted amine (X). When the substituted on the 
extended methyl group is -CO-NH 2 , the process of CHART 0 is used There the 
nitrile (LVI) is converted to the corresponding diester amine (LVII) by methods 
known to those skilled in the art The next steps are the same as for CHART O* 
where the diester amide (LVII) is hydrolyzed to the corresponding ester amine 

25 (LVm) which is then converted to the corresponding diamide ester (UX) which is 
hydrolyzed to the corresponding diamide acid (IX - LX)- The diamide acid (IX - 
XL) is then coupled with the appropriate amine (VIE) to produce the desired 
substituted amide (X). 

CHART P discloses a process to prepare amide forming agents (DC - LXVII) 

30 with an extended hydroxymethylene group where the Rn substituent is Rn-i-Xn- 
where the linker, -Xn- is -CO, where the Rn_i is Rw-aiyi, where Rn^i is phenyl (- 
phenyl) substituted with two groups. The substituent at what is usually identified as 
position "3-" can be either-CO-NRN-2RN-3 or -CO-R*m- The process begins with a 
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halo amide (LXTV), preferably iodo, which is converted to the corresponding 
aldehyde (LXV) and then to the corresponding alcohol (LXVT) by the method 
described in Synth. Commun. 28, 4270 (1998), optionally with variations known to 
those skilled in the art. Hydrolysis of the alcohol (LXVT) using alkali hydroxides, 
5 followed by acidification, gives the desired hydroxy acid (DC - LXVIt). The hydroxy 
acid (DC - LXVH) is then coupled with the appropriate amine (VET) to give the 
desired substituted amine (X). 

CHART Q discloses a process to prepare amide forming agents (DC - LXXH) 
with an alkyl group or a halogen atom or an amino group at the 5-position where the 

10 Rn substituent is R*m-X n - where the linker, -Xn- is -CO-, where the R*u is RjMuyi, 
where IWyt is phenyl (-phenyl) substituted with two groups. The substituent at what 
is usually identified as position "3-" can be either -CO-NR^R^ or -CO-Rn-4- The 
process begins with an appropriately 5-substituted diacid (LXVUI) which is 
esterified by methods known to those skilled in the art to give the corresponding 

1 5 diester (LXDQ. The diester (LXEX) is thai hydrolyzed using alkali hydroxides, 
followed by acidification, to give the corresponding monoacid (LXX). 
Alternatively, the monoacid (LXX) can be produceddirectly from the diacid 
(LXVUI) by known methods. The monoacid (LXX) is'then coupled with H- 

NRNalphaRNbeta (AMINE) * " '~ >J^- : Y,;;~~ \ V 

20 to give the corresponding amide ester (LXXI). The amide ester (LXXI) is then 
hydrolyzed using alkali hydroxides, followed by acidification, to give the 
corresponding acid amide (DC - LXXII). 

CHART R discloses a general process to prepare the amide forming agents 
(DC - LXXVII) which, for example, have an alkyl group at what is known as the 5- 

25 position and a ketone at the 3-position. These acids (DC- LXXVII) are formed by 
starting with the acid (LXXm) which is converted to the corresponding acid halide 
(LXXTV) using methods known to those skilled in the art. The acid halide (LXXTV) 
is preferrably the acid chloride. The acid halide (LXXTV) in the presence of copper 
(J) bromide and tetrahydrofuran and at temperatures ranging from -78 degrees C to 0 

30 degreesC is treated with a Grignard reagent (aryl-Mg-X, or alkyl-Mg-X, where X is - 
CI or -Br) to give the ketone esters (LXXVI and LXXVT). Many Grignard reagents 
are available for purchase; others are prepared by methods known to those skilled in 
the art An alternative method for preparing the ketone esters (LXXVI, LXXVI') is 
to prepare the Weinreb amide (LXXV), either from the acid (LXXUI) directly or by 
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way of acid halide (LXXTV) followed by treatment with N,0- 
dimethylhydroxylamine to give Weinreb amide (LXXV) and then treating the 
Weinreb amide (LXXV) with a Grignaid reagent, by methods known to those skilled 
in the art The ketone esters (LXXVI, LXXVT) are then hydrolyzed using alkali 
5 hydroxides, followed by acidification, to give the ketone acids (LXXVII, LXXVH')- 
CHART S discloses various methods to modify the R*j portion of the 
substituted amine (X) where the phenyl ring of the Rn moiety is further substituted in 
the 3-position with various groups such as aryl and heteroaryl. These compounds are 
prepared by methods known to those skilled in the art. The process chemistry of 

10 each reaction is known to those skilled in the art What is novel here is the order of 
each process step and/or the specific reactants used. One skilled in the art knowing 
the desired product would know at least one method to prepare the desired product 
by using known starting materials. Hence, the following discussion is not necessary 
but is set forth to further aid those interested in preparing the compounds of the 

15 invention. 

CHART S sets forth a general method used in the present invention to 
prepare the substitued amines (X) where R^ - RN-aryl^N-aryl" x N or R N- 
heteroaryl" R N-aryl- x N- Treatment of the (S,R)-amine (VEI) with amide forming 
agents (IX) according to the methods set forth above where for CHART R^-lis ■ 

20 Br-R^ajyi generates the corresponding (S,R>substituted amine (X) where R^ is 
Br-NR.ajyi-Xftf. Further treatment with an aryl boronic acid or aryl boronic acid 
ester such as (aryl or heteroaryl>B(OH>2 or (aryl or heteroaryl>B(OR a )(OR b ) 
(where R a and R b are lower alkyl, ie. Cj-Cg, or taken together, R a and R b are lower 
alkylene, ie. C2-C12) in the presence of a metal catalyst with or without a base in an 

25 inert solvent yields the (SJR>substituted amine (X) where R^ is NR.gxyi-NR.ajyi- 
Xn or RN-heteroaryl" R N-aryl" x N- Metal catalysts in these transformations include, 
but are not limited to, salts or phosphine complexes of Cu, Pd, or Ni (eg. Cu(OAc)2, 
PdCl2(PPh3)2, NiCl2( pph 3)2)- Bases include, but are not limited to, alkaline 
earth metal carbonates, alkaline earth metal bicarb onates, alkaline earth metal 

30 hydroxides, alkali metal carbonates, alkali metal bicarbonates, alkali metal 

hydroxides, alkali metal hydrides (preferably sodium hydride), alkali metal alkoxides 
(preferably sodium methoxide or sodium ethoxide), alkaline earth metal hydrides, 
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alkali metal dialkylamides (preferably lithium diisopropylamide), alkali metal 
bis(trialkylsilyl)amides (preferably sodium bisCtrimettiylsilyQamide), trialkyl amines 
(preferably diisopropylethylamine or triethylamine) or aromatic amines (preferably 
pyridine). Inert solvents may include, but are not limited to, acetonitrile, dialkyl 
5 ethers (preferably diethyl ether), cyclic ethers (preferably tetrahydrofuran or 1,4- 
dioxane), N^N-dialkylacetamides preferably dimethylacetamide), N,N- 
dialkylformamides (preferably dimethylfoimamide), dialkylsulfoxides (preferably 
dimethylsulfoxide), aromatic hydrocarbons (preferably benzene or toluene) or 
haloaalkanes (preferably methylene chloride). Preferred reaction temperatures range 

10 from room temperature up to the boiling point of the solvent employed. The 
reactions may be run in conventional glassware or in one of many commercially 
available parallel synthesizer units. Non-commercially available boronic acids or 
boronic acid esters may be obtained from the corresponding optionally substituted 
aryl halide as described in Tetrahedron, 50, 979-988 (1994). 

1 5 Where the above chemistry is incompatible with other functionality present in 

the (S ^substituted amine (X) where Rjsj is Br-NR-aryl-Xfcr, then one skilled in the 
art will readily understand that an alternative sequence of coupling steps is required. 
For example, treatment of an appropriately substituted amide forming agent (DC) R]sj_ 
1-Xjsj-OH whore Rn_i is Br-RN-aryl with a boronic acid or boronic acid ester under 

20 the conditions described above will afford the appropriately substituted amide 
forming agent (DQ where Rjj-1 is NR-aryi- N R-aryl or RN4ieteroaryl- R N-aryl- 
When the amide forming agent (DC) where Rn-1 IS ^R-^l^R-or/l or 
heteroaryl _R N-aryl is touted with the (S ,R)-amine (VTH), one then obtains the same 
substituted amines (X) set forth in CHART S. 

25 The above examples for CHART S are not meant to limit the scope of the 

chemistry. In addition to bromine, a suitable group may include iodine or triflate. 
Alternatively, as described in Tetrahedron, 50, 979-988 (1994), one may convert the 
Br-RN-aryl to the corresponding boronic acid or boronic acid ester (OHteB-R^ajyi 

or (OR^OR^B-RN-aryl 311(1 obtain the same products set forth above by treating 
30 with a suitable aryl or heteroaryl halide or triflate. Additionally, each -RN-aryl 211(1 - 
R N-heteroaryl interchangeable at each occurrence in the chemistry described 
above. 
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CHART T discloses a process to prepare amide forming agents (DC - 
LXXEX) where the Rn substituent is R*m-X n -, where the linker, -X N - is -CO-, where 
R*m is RN^ryi and where Rw-flryi is phenyl substituted with -CO-NR^aiphaRNbeta 
(AMINE) and with an amide of the formulas: 
5 -(CH2)cm-N(-H and Rn-5)-CO-Rn-2 

-(CH2)(m-N(-H or Rn- 5 )-S0 2 -Rn-2. 

The process begins with the amide aniline (XXXI) which is reacted with the 
corresponding acid halide or sulfonyl halide, or acid anhydride or sulfonyl anhydride 
to produce the corresponding amide ester (LXXVTEQ. Suitable solvents include 

10 THF or dichloromethane at temperatures ranging from -78 degrees to 100 degrees C. 
The amide ester (LXXVIQ) is then hydrolyzed to the corresponding amide acid (DC - 
LXXDQ by methods known to those skilled in the art. When the amide forming 
agent (EX - LXXDC) is reacted with the appropriate amine (VIII), the desired 
substituted amine (X) is obtained. 

15 CHART U discloses a general method for preparing various C-terminal 

amines (VI) as represented by the preparation of C-terminal amine (LXXXIV). 
Methods to prepare amines of tins type are well understood using methods 
known to those skilled in the art, or one may consult the references: 1) JACS, 
1970, 92, 3700, and 2) US patent 4,351,842. \'YL"*' V-K"?.',. 

20 CHART V further discloses general methods for preparing various C- 

terminal amines (VI) as represented by the preparation of C-terminal amines 
(LXXXDC). Multiple examples of the heterocyclic carboxylic acids or acid 
chlorides are commercially available. Optionally, the carboxylic acid (LXXXV) 
may be converted to the acid chloride (LXXXVI) with reagents such as, but not 

25 limited to, thionyl chloride. Displacement with ammonia generates the common 
intermediate amides (LXXXVTI) which are readily reduced to amines (VI - 
LXXXDC) using a variety of methods detailed previously. Alternatively, other 
heteroaryls are commecially available as the methyl halide (LXXXVItt) which 
are treated with ammonia to yield the title C-terminal amines (VI - LXXXVUI). 

30 CHART W discloses general methods for preparing thiazolyl containing 

C-terminal amines as represented by the preparation of C-terminal amines 
(LXXXXT). The synthesis of the thiazoles is outlined in CHART W; these 
procedures are amply taught in the literature and are modified from the 
procedures outlined in: Mashraqui, SH; Keehn, PM. /. Am. Chenu Soc. 1982, 
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104, 4461-4465. Hie synthesis of substituted 5-aminomethylthiazoles (XCI) was 
achieved from 5-hydroxymethylthiazole (XC) by the procedure described in: 
Altennan et aL J. Med. Chem. 1998, 41, 3782-3792. All other thiazole analogs 
were transformed to the hydroxymethyl derivative using CHART W, and 
5 converted to the aminomethyl derivative by the Alterman procedure without 
notable changes. 

CHART X discloses general methods for preparing isoxazolyl containing C- 
terminal amines as represented by the preparation of C-terminal amines (XCII). The 
synthesis of isoxazole derivatives was modified from the procedure in: Felman, SW 

10 et aL /, Med Chem. 1992, 35, 1 183-1 190 and is readily understood by those skilled 
in the art making non-notable changes to achieve the title compounds. The 
substituted hydroxylamine precursors were synthesized using the procedure taught 
byBousquet, EW. Org. Synth. Coll. Vol II, 313-315. Commercially available 
propargylamine may be protected using any number of methods known in the art 

15 (see: Greene, TW; Wuts, PGM. Protective Groups in Organic Synthesis, 3 rd Ed. 
New York: John Wiley, 1999. Chapter 7.), prefered is a BOC protecting group. 
Substituted propargyl amines may be obtained by a number of methods commonly 
known in the art. 

v/.\.. CHART Y discloses a general route to prepare hydroxyethylamines where 

20 one carbon atom of the peptide backbone, along with R2 and R3 form a ring. It is 

understood that the present invention also allows for a heteroatom to be incorporated 
into the ring. In summary, the synthesis of compounds where R2 and R3 may form 

a ring proceeds from a suitably protected amino acid aldehyde and cycloalkyllithium 
species, both of which are commercially available or where known procedures for 

25 making such compounds are known in the art. The general procedure involved is 
also precedent in the literature, for example, see Klumpp, et aL, J. Am. Chem. Soc, 
1979, 101, 7065, and it is intended that making non-critical variations, one may 
obtain the title compounds provided for by CHART Y. Treatment of a suitably 
protected amino acid aldehyde and cycloalkyllithium species affords alcohol 

30 (XCin). These reactions are carried out in an inert solvent such as, for example, 
tetrahydrofuran or diethyl ether. Optimally the reactions are conducted at low 
temperatures, for example below 0 degrees C. Carbonylation via the Klumpp 
procedure yields the acid (XCIV) which when exposed to Curtius, or related 
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procedures well known to those skilled in the art, generates the primary amine 
(XCV). The primary amines (XCV) may be capped C-terminally via the conditions 
set forth in CHART C & D followed by nitrogen depiotection and capping N- 
terminally via the conditions set forth in CHART A. 
5 The compounds of the invention may contain geometric or optical isomers as 

well as tautomers. Thus, the invention includes all tautomers and pure geometric 
isomers, such as the E and Z geometric isomers, as well as mixtures thereof. 
Futhermore, the invention includes pure enantiomers and diasteriomers as well as 
mixtures thereof, including racemic mixtures. The individual geometric isomers, 
10 enantiomers, or diasteriomers may be prepared or isolated by methods known in the 
art 

Compounds of the invention with the stereochemistry designated in formula 
X may be included in mixtures, including racemic mixtures, with other enantiomers, 
diasteriomers, geometric isomers or tautomers. Compounds of the invention with 

15 the stereochemistry designated in formula X are typically present in these mixtures 
in excess of 50 percent Preferably, compounds of the invention with the 
stereochemistry designated in formula X are present in these mixtures in excess of 
80 percent. Most preferably, compounds of the invention with the stereochemistry 
designated in formula X axe present in these mixtures in excess of 90 percent. 

20 The (S,R>substituted amines (X) and the substituted amine with R N cyclized 

QC) are amines and as such form salts when reacted with acids. Pharmaceutically 
acceptable salts are preferred over the corresponding (S ,R)-substituted amines (X) 
and and the substituted amines with R*j cyclized QC) since they produce compounds 
which are more water soluble, stable and/or more crystalline. Pharmaceutically 

25 acceptable salts are any salt which retains the activity of the parent compound and 
does not impart any deleterious or undesirable effect on the subject to whom it is 
administered and in the context in which it is administered, Pharmaceutically 
acceptable salts include salts of both inorganic and organic acids. The preferred 
pharmaceutically acceptable salts include salts of the following acids acetic, 

30 aspartic, benzenesulfonic, benzoic, bicarbonic, bisulfuric, bitartaric, butyric, calcium 
edetate, camsylic, carbonic, chlorobenzoic, citric, edetic, edisylic, estolic, esyl, 
esylic, formic, fumaric, gluceptic, gluconic, glutamic, glycollylarsanilic, hexamic, 
hexyhesorcinoic, hydrabamic, hydrobromic, hydrochloric, hydroiodic, 
hydroxynaphthoic, isethionic, lactic, lactobionic, maleic, malic, malonic, mandelic, 



WO 02/02512 PCT/US01/21012 

96 

methanesulfonic, methylnitric; methylsulfuric, mucic, muconic, napsylic, nitric, 
oxalic, p-nitrometlianesulfonic, pamoic, pantothenic, phosphoric, monohydrogen 
phosphoric, dihydrogen phosphoric, phthalic, polygalactouronic, propionic, 
salicylic, stearic, succinic, succinic, sulfamic, sulfanilic, sulfonic, sulfuric, tannic, 
5 tartaric, teoclic and toluenesulfonic. For other acceptable salts, see Int. J. Pharm. , 
33, 201-217 (1986) and J.Pharm.Scl, 66(1), 1, (1977). 

The present invention provides compounds, compositions, kits, and methods 
for inhibiting beta-secretase enzyme activity and A beta peptide production. 
Inhibition of beta-secretase enzyme activity halts or reduces the production of A 
10 beta from APP and reduces or eliminates the formation of beta-amyloid deposits in 
the brain. 



Methods of the Invention 

The compounds of the invention, andphannaceutically acceptable salts 

15 thereof are useful for treating humans or animals suffering from a condition 

characterized by a pathological form of beta-amyloid peptide, such as beta-amyloid 
plaques, and for helping to prevent or delay the onset of such a condition. For 
example, the compounds are useful for treating Alzheimer's disease, for helping 
prevent or delay the onset of Alzheimefs disease, for treating patients with MCI 

20 (mild cognitive impairment) and preventing or delaying the onset of Alzheimer's 
disease in those who would progress from MCI to AD, for treating Down's 
syndrome, for treating humans who have Hereditary Cerebral Hemorrhage with 
Amyloidosis of the Dutch-Type, for treating cerebral amyloid angiopathy and 
preventing its potential consequences, i.e. single and recurrent lobal hemorrhages, 

25 for treating other degenerative dementias, including dementias of mixed vascular 
and degenerative origin, dementia associated with Parkinson's disease, dementia 
associated with progressive supranuclear palsy, dementia associated with cortical 
basal degeneration, and diffuse Lewy body type Alzheimer's disease. The 
compounds and compositions of the invention are particularly useful for treating or 

30 preventing Alzheimer's disease. When treating or preventing these diseases, the 
compounds of the invention can either be used individually or in combination, as is 
best for the patient. 

As used herein, the term 'treating" means that the compounds of the 
invention can be used in humans with at least a tentative diagnosis of disease. The 
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compounds of the invention will delay or slow the progression of the disease thereby 
giving the individual a more useful life span* 

The term '^preventing" means that the compounds of the present invention 
are useful when administered to a patient who has not been diagnosed as possibly 
5 having the disease at the time of administration, but who would normally be 
expected to develop the disease or be at increased risk for the disease. The 
compounds of the invention will slow the development of disease symptoms, delay 
the onset of the disease, or prevent the individual from developing the disease at all. 
Preventing also includes administration of the compounds of the invention to those 

10 individuals thought to be predisposed to the disease due to age, familial history, 
genetic or chromosomal abnormalities, and/or due to the presence of one or more 
biological markers for the disease, such as a known genetic mutation of APP or APP 
cleavage products in brain tissues or fluids. 

In treating or preventing the above diseases; the compounds of the invention 

1 5 are administered in a therapeutically effective amount. The therapeutically effective 
amount will vary depending on the particular compound used and the route of 
administration, as is known to those dolled in the art; 

In treating a patient displaying^any of the diagnosed above conditions a 
physician may administer a compound of the.invention immediately and continue 

20 administration indefinitely, as needed. In treating patients who are not diagnosed as 
having Alzheimer's disease, but who are believed to be at substantial risk for 
Alzheimer's disease, the physician should preferably start treatment when the patient 
first experiences early pre- Alzheimer's symptoms such as, memory or cognitive 
problems associated with aging. In addition, there are some patients who may be 

25 determined to be at risk for developing Alzheimer's through the detection of a 

genetic marker such as APOE4 or other biological indicators that are predictive for 
Alzheimer's disease. In these situations, even though the patient does not have 
symptoms of the disease, administration of the compounds of the invention may be 
started before symptoms appear, and treatment may be continued indefinitely to 

30 prevent or delay the outset of the disease. 



Dosage forms and amounts 

The compounds of the invention can be administered orally, parenternally, 
(TV, IM, depo-M, SQ, and depo SQ), sublingualis intranasally (inhalation), 



WO 02/02512 PCTYUS01/21012 

98 

intrathecally, topically, or rectally. Dosage forms known to those of skill in the art 
are suitable for delivery of the compounds of the invention. 

Compositions are provided that contain therapeutically effective amounts of 
the compounds of the invention. The compounds are preferably formulated into 
5 suitable pharmaceutical preparations such as tablets, capsules, or elixirs for oral 
administration or in sterile solutions or suspensions for parenternal administration. 
Typically the compounds described above are formulated into pharmaceutical 
compositions using techniques and procedures well known in the art 

About 1 to 500 mg of a compound or mixture of compounds of the invention 

10 or a physiologically acceptable salt or ester is compounded with a physiologically 
acceptable vehicle, carrier, excipient, binder, preservative, stabilizer, flavor, etc., in a 
unit dosage form as called for by accepted pharmaceutical practice. The amount of 
active substance in those compositions or preparations is such that a suitable dosage 
in the range indicated is obtained. The compositions are preferably formulated in a 

15 unit dosage form, each dosage containing from about 2 to about 100 mg, more 

preferably about 10 to about 30 mg of the active ingredient The term "unit dosage 
from" refers to physically discrete units suitable as unitary dosages for human 
subjects and other mammals, each unit containing a predetermined quantity of active 
material calculated to produce the desired therapeutic effect,? in association with a 

20 suitable pharmaceutical excipient. 

To prepare compositions, one or more compounds of the invention are mixed 
with a suitable pharmaceutically acceptable carrier. Upon mixing or addition of the 
compound(s), the resulting mixture may be a solution, suspension, emulsion, or the 
like. Liposomal suspensions may also be suitable as pharmaceutically acceptable 

25 carriers. These may be prepared according to methods known to those skilled in the 
art The form of the resulting mixture depends upon a number of factors, including 
the intended mode of administration and the solubility of the compound in the 
selected carrier or vehicle. The effective concentration is sufficient for lessening or 
ameliorating at least one symptom of the disease, disorder, or condition treated and 

30 may be empirically determined 

Pharmaceutical carriers or vehicles suitable for administration of the 
compounds provided herein include any such carriers known to those skilled in the 
art to be suitable for the particular mode of administration. In addition, the active 
materials can also be mixed with other active materials that do not impair the desired 
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action, or with materials that supplement the desired action, or have another action. 
The compounds may be formulated as the sole pharmaceutical^ active ingredient in 
the composition or may be combined with other active ingredients. 

Where the compounds exhibit insufficient solubility, methods for 
5 solubilizing may be used Such methods are known and include, but are not limited 
to, using cosolvents such as dimethylsulfoxide (DMSO), using surfactants such as 
Tween®, and dissolution in aqueous sodium bicarbonate. Derivatives of the 
compounds, such as salts or prodrugs may also be used in formulating effective 
pharmaceutical compositions. 

10 The concentration of the compound is effective for delivery of an amount 

upon administration that lessens or ameliorates at least one symptom of the disorder 
for which the compound is administered. Typically, the compositions are formulated 
for single dosage administration. 

The compounds of the invention may be prepared with carriers that protect 

15 than against rapid elimination from the body, such as time-release formulations or 
coatings. Such carriers include controlled release formulations, such as, but not 
limited to, microencapsulated delivery systems. The active compound is included in 
the pharmaceutical^ acceptable carrier in an amount sufficient to exert a 
therapeutically useful effect in the absence of undesirable side effects on the patient - 

20 treated. The therapeutically effective concentration may be determined empirically 
by testing the compounds in known in vitro and in vivo model systems for the 
treated disorder. 

The compounds and compositions of the invention can be enclosed in 
multiple or single dose containers. The enclosed compounds and compositions can 

25 be provided in kits, for example, including component parts that can be assembled 
for use. For example, a compound inhibitor in lyophilized form and a suitable 
diluent may be provided as separated components for combination prior to use. A 
kit may include a compound inhibitor and a second therapeutic agent for co- 
administration. The inhibitor and second therapeutic agent may be provided as 

30 separate component parts. A kit may include a plurality of containers, each 

container holding one or more unit dose of the compound of the invention. The 
containers are preferably adapted for the desired mode of administration, including, 
but not limited to tablets, gel capsules, sustained-release capsules, and the like for 
oral administration; depot products, pre-filled syringes, ampules, vials, and the like 
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for parenternal administration; and patches, medipads, creams, and the like for 
topical administration. 

The concentration of active compound in the drug composition will depend 
on absorption, inactivation, and excretion rates of the active compound, the dosage 
5 schedule, and amount administered as well as other factors known to those of skill in 
the art. 

The active ingredient may be administered at once, or may be divided into a 
number of smaller doses to be administered at intervals of time. It is understood that 
the precise dosage and duration of treatment is a function of the disease being 
10 treated and may be determined empirically using known testing protocols or by 
extrapolation from in vivo or in vitro test data. It is to be noted that concentrations 
and dosage values may also vary with the severity of the condition to be alleviated. 
It is to be further understood that for any particular subject, specific dosage regimens 
should be adjusted over time according to the individual need and the professional 
1 5 judgment of the person administering or supervising the administration of the 

compositions, and that the concentration ranges set forth herein are exemplary only 
and are not intended to limit the scope or practice of the claimed compositions. 

If oral administration is desired, the compound should be provided in a 
composition thatprotects it from the acidic environment of the stomachy For ^ 
20 example, the composition can be formulated in an enteric coating that maintains its 
integrity in the stomach and releases the active compound in the intestine. The 
composition may also be formulated in combination with an antacid or other such 
ingredient 

Oral compositions will generally include an inert diluent or an edible carrier 
25 and may be compressed into tablets or enclosed in gelatin capsules. For the purpose 
of oral therapeutic administration, the active compound or compounds can be 
incorporated with excipients and used in the form of tablets, capsules, or troches. 
Pharmaceutically compatible binding agents and adjuvant materials can be included 
as part of the composition. 
30 The tablets, pills, capsules, troches, and the like can contain any of the 

following ingredients or compounds of a similar nature: a binder such as, but not 
limited to, gum tragacanth, acacia, corn starch, or gelatin; an excipient such as 
micro crystalline cellulose, starch, or lactose; a disintegrating agent such as, but not 
limited to, alginic acid and corn starch; a lubricant such as, but not limited to, 
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magnesium stearate; a gildant, such as, but not limited to, colloidal silicon dioxide; a 
sweetening agent such as sucrose or saccharin; and a flavoring agent such as 
peppermint, methyl salicylate, or fruit flavoring. 

When the dosage unit form is a capsule, it can contain, in addition to material 
5 of the above type, a liquid carrier such as a fatty oil. In addition, dosage unit forms 
can contain various other materials, which modify the physical form of the dosage 
unit, for example, coatings of sugar and other enteric agents. The compounds can 
also be administered as a component of an elixir, suspension, syrup, wafer, chewing 
gum or the lite. A syrup may contain, in addition to the active compounds, sucrose 

10 as a sweetening agent and certain preservatives, dyes and colorings, and flavors. 

The active materials can also be mixed with other active materials that do not 
impair the desired action, or with materials that supplement the desired action. 

Solutions or suspensions used for parenternal, intradermal, subcutaneous, or 
topical application can include any of the following components: a sterile diluent 

1 5 such as water for injection, saline solution, fixed oil, a naturally occurring vegetable 
oil such as sesame oil, coconut oil, peanut oil, cottonseed oil, and the like, or a 
synthetic fatty vehicle such as ethyl oleate, and the like, polyethylene glycol, 
glycerine, propylene glycol, or other synthetic solvent; antimicrobial agents such as 
benzyl alcohol and methyl parabens; antioxidants such as ascorbic acid and sodium 

20 bisulfite; chelating agents such as ethylene<ftaminetetraacetic acid (EDTA); buffers 
such as acetates, citrates, and phosphates; and agents for the adjustment of tonicity 
such as sodium chloride and dextrose. Parenternal preparations can be enclosed in 
ampoules, disposable syringes, or multiple dose vials made of glass, plastic, or other 
suitable material. Buffers, preservatives, antioxidants, and the like can be 

25 incorporated as required. 

Where administered intravenously, suitable carriers include physiological 
saline, phosphate buffered saline (PBS), and solutions containing thickening and 
solubilizing agents such as glucose, polyethylene glycol, polypropylenegjycol, and 
mixtures thereof Liposomal suspensions including tissue-targeted liposomes may 

30 also be suitable as phannaceutically acceptable carriers. These may be prepared 
according to methods known for example, as described in U.S. Patent No. 
4,522,811. 

The active compounds may be prepared with carriers that protect the 
compound against rapid elimination from the body, such as time-release 
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formulations or coatings. Such carriers include controlled release formulations, such 
as, but not limited to, implants and microencapsulated delivery systems, and 
biodegradable, biocompatible polymers such as collagen, ethylene vinyl acetate, 
polyanhydrides, polyglycolic acid, polyorthoesters, polylactic acid, and the like. 
5 Methods for preparation of such formulations are known to those skilled in the art 
The compounds of the invention can be administered orally, parenternally 
(TV, IM, depo-IM, SQ, and depo-SQ), sublingual!/, intranasally (inhalation), 
intrathecally, topically, or rectally. Dosage forms known to those skilled in the art 
are suitable for delivery of the compounds of the invention. 

10 Compounds of the invention may be administered enterally or parenterally. 

When administered orally, compounds of the invention can be administered in usual 
dosage forms for oral administration as is well known to those skilled in the art 
These dosage forms include the usual solid unit dosage forms of tablets and capsules 
as well as liquid dosage forms such as solutions, suspensions, and elixirs. When the 

15 solid dosage forms are used, it is preferred that they be of the sustained release type 
so that the compounds of the invention need to be administered only once or twice 

daily. ....... 

The oral dosage forms are administered to the patient 1 , 2, 3, or 4 times 
daily. It is preferred that the compounds of the invention be administered either 

20 three or fewer times, more preferably once or twice daily. Hence, it is preferred that 
the compounds of the invention be administered in oral dosage form. It is preferred 
that whatever oral dosage form is used, that it be designed so as to protect the 
compounds of the invention from the acidic environment of the stomach. Enteric 
coated tablets are well known to those skilled in the art In addition, capsules filled 

25 with small spheres each coated to protect from the acidic stomach, are also well 
known to those skilled in the art. 

When administered orally, an administered amount therapeutically effective 
to inhibit beta-secretase activity, to inhibit A beta production, to inhibit A beta 
deposition, or to treat or prevent AD is from about 0.1 mg/day to about 1,000 

30 mg/day. It is preferred that the oral dosage is from about 1 mg/day to about 100 

mg/day. It is more preferred that the oral dosage is from about 5 mg/day to about 50 
mg/day. It is understood that while a patient may be started at one dose, that dose 
may be varied over time as the patient's condition changes. 
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Compounds of the invention may also be advantageously delivered in a nano 
crystal dispersion formulation. Preparation of such formulations is described, for 
example, in U.S. Patent 5,145,684. Nano crystalline dispersions of HIV protease 
inhibitors and their method of use are described in US 6,045,829. The nano 
5 crystalline formulations typically afford greater bioavailability of drug compounds. 

The compounds of the invention can be administered parenterally, for 
example, by IV, M, depo-IM, SC, or depo-SC. When administered parenterally, a 
therapeutically effective amount of about 0.5 to about 100 mg/day, preferably from 
about 5 to about 50 mg daily should be delivered. When a depot formulation is used 
10 for injection once a month or once every two weeks, the dose should be about 0.5 
mg/day to about 50 mg/day, or a monthly dose of from about 15 mg to about 1,500 
mg. In part because of the forgetfulness of the patients with Alzheimer's disease, it 
is preferred that the parenteral dosage form be a depo formulation. 

The compounds of the invention can be administered sublingually. When 
15 given sublingually, the compounds of the invention should be given one to four 
times daily in the amounts described above for IM administration. 

The compounds of the invention can be administered intranasally. When 
given by this route, the appropriate dosage forms are a nasal spray or dry powder, as 
is known to those skilled on "the art. The ^ dosage of the compounds of the invention 
20 for intranasal administration is the amount described above for IM administration. 

The compounds of the invention can be administered intrathecally. When 
given by this route the appropriate dosage form can be a parentemal dosage form as 
is known to those skilled in the art. The dosage of the compounds of the invention 
for intrathecal administration is the amount described above for IM administration. 
25 The compounds of the invention can be administered topically. When given 

by this route, the appropriate dosage form is a cream, ointment, or patch. Because of 
the amount of the compounds of the invention to be administered, the patch is 
preferred When administered topically, the dosage is from about 0.5 mg/day to 
about 200 mg/day. Because the amount that can be delivered by a patch is limited, 
30 two or more patches may be used. The number and size of the patch is not 
important, what is important is that a therapeutically effective amount of the 
compounds of the invention be delivered as is known to those skilled in the art. The 
compounds of the invention can be administered rectally by suppository as is known 
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to those skilled in the art. When administered by suppository, the therapeutically 
effective amount is from about 0.5 mg to about 500 mg. 

The compounds of the invention can be administered by implants as is 
known to those skilled in the art. When administering a compound of the invention 
5 by implant, the therapeutically effective amount is the amount described above for 
depot administration. 

The invention hare is the new compounds of the invention and new methods 
of using the compounds of the invention. Given a particular compound of the 
invention and a desired dosage form, one skilled in the art would know how to 

10 prepare and administer the appropriate dosage form. 

The compounds of the invention are used in the same maimer, by the same 
routes of administration, using the same pharmaceutical dosage forms, and at the 
same dosing schedule as described above, for preventing disease or treating patients 
with MCI (mild cognitive impairment) and preventing or delaying the onset of 

1 5 Alzheimer's disease in those who would progress from MCI to AD, for treating or 
preventing Down's syndrome, for treating humans who have Hereditary Cerebral 
Hemorrhage with Amyloidosis of the Dutch-Type, for treating cerebral amyloid 
angiopathy and preventing its potential consequences, Le. single and recurrent lobar 
hemorrhages, for treating other degenerative dementias, including dementias of 

20 mixed vascular and degenerative origin, dementia associated witfi Paikihsbn's 
disease, dementia associated with progressive supranuclear palsy, dementia 
associated with cortical basal degeneration, and diffuse Lewy body type of 
Alzheimer's disease. 

The compounds of the invention can be used in combination, with each other 

25 or with other therapeutic agents or approaches used to treat or prevent the conditions 
listed above. Such agents or approaches include: acetylcholine esterase inhibitors 
such as tacrine (tetrahydroaminoacridine, marketed as COGNEX®), donepezil 
hydrochloride, (marketed as Aricept® and rivastigmine (marketed as Exelon®); 
gamma-secretase inhibitors; anti-inflammatory agents such as cyclooxygenase II 

30 inhibitors; antioxidants such as Vitamin E and ginkolides; immunological 
approaches, such as, for example, immunization with A beta peptide or 
administration of anti-A beta peptide antibodies; statins; and direct or indirect 
neurotropic agents such as Cerebrolysin®, ATT-082 (Emilieu, 2000, Arch. Neurol 
57:454), and other neurotropic agents of the future. 
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It should be apparent to one skilled in the art that the exact dosage and 
frequency of administration will depend on the particular compounds of the 
invention administered, the particular condition being treated, the severity of the 
condition being treated, the age, weight, general physical condition of the particular 
5 patient, and other medication the individual may be taking as is well known to 
administering physicians who are skilled in this art. 



Inhibition of APP Cleavage 

The compounds of the invention inhibit cleavage of APP between Met595 

1 0 and Asp596 numbered for the APP695 isoform, or a mutant thereof or at a 

corresponding site of a different isoform, such as APP75 1 or APP770, or a mutant 
thereof (sometimes referred to as the "beta secretase site 11 ). While not wishing to be 
bound by a particular theory, inhibition of beta-secretase activity is thought to inhibit 
production of beta amyloid peptide (A beta). Inhibitory activity is demonstrated in 

15 one of a variety of inhibition assays, whereby cleavage of an APP substrate in the 
presence of a beta-secretase enzyme is analyzed in the presence of the inhibitory 
compound, under conditions normally sufficient to result in cleavage at the beta- 
secretase cleavage site. Reduction of APP cleavage at the beta-secretase cleavage 
' site compared with an untreated or inactive control is correlated.with inhibitory: * 

20 activity. Assay systems that can be used to demonstrate efficacy of the compound 
inhibitors of the invention are known Representative assay systems are described, 
for example, in U.S. Patents No. 5,942,400, 5,744,346, as well as in the Examples 
below. 

The enzymatic activity of beta-secretase and the production of A beta can be 
25 analyzed in vitro or in vivo, using natural, mutated, and/or synthetic APP substrates, 
natural, mutated, and/or synthetic enzyme, and the test compound. The analysis 
may involve primary or secondary cells expressing native, mutant, and/or synthetic 
APP and enzyme, animal models expressing native APP and enzyme, or may utilize 
transgenic animal models expressing the substrate and enzyme. Detection of 
30 enzymatic activity can be by analysis of one or more of the cleavage products, for 
example, by immunoassay, flurometric or chromogenic assay, HPLC, or other 
means of detection. Inhibitory compounds are determined as those having the 
ability to decrease the amount of beta-secretase cleavage product produced in 
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comparison to a control, where beta-secretase mediated cleavage in the reaction 
system is observed and measured in the absence of inhibitory compounds. 

Beta-secretase 

5 Various forms of beta-secretase enzyme are known, and are available and 

useful for assay of enzyme activity and inhibition of enzyme activity. These include 
native, recombinant, and synthetic forms of the enzyme. Human beta-secretase is 
known as Beta Site APP Cleaving Enzyme (BACE), Asp2, and memapsin 2, and has 
been characterized, for example, in U.S. Patent No. 5,744,346 and published PCT 

10 patent applications W098/22597, WO00/03819, WO01/23533, and WO00/17369, 
as well as in literature publications (Hussain etal., 1999, MoLCelLNeurosci. 
14:419-427; Vassar etal., 1999, Science 286:735-741; Yanetal., 1999, Nature 
402:533-537; Sinhaetal., 1999, Nature 40:537-540; and Lin etal, 2000, PNAS 
USA 97:1456-1460). Synthetic forms of the enzyme have also been described 

15 (W098/22597 and WO00/17369). Beta-secretase can be extracted and purified 

from human brain tissue and can be produced in cells, for example mammalian cells 
expressing recombinant enzyme. 

Useful inhibitory compounds are effective to inhibit 50% of beta-secretase 

^ y enzymatic activity at a concentration of less than 50 micromolar, preferably at a 

20 r concentration of 10 micromolar or less, more preferably 1 micromolar or less, and 
most preferably 10 nanomolar or less. 



APP substrate 

Assays that demonstrate inhibition of beta-secretase-mediated cleavage of 
25 APP can utilize any of the known forms of APP, including the 695 amino acid 

"normal" isotype described by Kang etal., 1987, Nature 325:733-6, the 770 amino 
acid isotype described by Kitaguchi et al., 1981, Nature 331 :530-532, and variants 
such as the Swedish Mutation (KM670-1NL) (APP-SW), the London Mutation 
(V7176F), and others. See, for example, U.S. Patent No. 5,766,846 and also Hardy, 
30 1 992, Nature Genet. 1 :233-234, for a review of known variant mutations. 

Additional useful substrates include the dibasic amino acid modification, APP-KK 
disclosed, for example, in WO 00/17369, fragments of APP, and synthetic peptides 
containing the beta-secretase cleavage site, wild type (WT) or mutated form, e.g., 
SW, as described, for example, in U.S. Patent No 5,942,400 and WO00/03819. 
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The APP substrate contains the beta-secretase cleavage site of APP (KM-DA 
or NL-DA) for example, a complete APP peptide or variant, an APP fragment, a 
recombinant or synthetic APP, or a fusion peptide. Preferably, the fusion peptide 
includes the beta-secretase cleavage site fused to a peptide having a moiety useful 
5 for enzymatic assay, for example, having isolation and/or detection properties. A 
useful moiety may be an antigenic epitope for antibody binding, a label or other 
detection moiety, a binding substrate, and the like. 

Antibodies 

1 0 Products characteristic of APP cleavage can be measured by immunoassay 

using various antibodies, as described, for example, in Pixttila etal., 1999, 
Neuro.Lett 249:21-4, and in U.S. Patent No. 5,612,486. Useful antibodies to detect 
A beta include, for example, the monoclonal antibody 6E1 0 (Senetek, St. Louis, 
MO) that specifically recognizes an epitope on amino acids 1-16 of the A beta 

15 peptide; antibodies 162 and 164 (New York State Institute for Basic Research, 
Staten Island, NY) that are specific for human A beta 1-40 and 1 -42, respectively; 
and antibodies that recognize the junction region of beta-amyloid peptide, the site 
between residues 16 and 17, as described in U.S. Patent No. 5,593,846. Antibodies 
raised agai^t "a synthetic peptide of residues 591 to 596;bf APP and SW192 

20 antibody raised against 590-596 of the Swedish mutation are also useful in 

immunoassay of APP and its cleavage products, as described in U.S. Patent Nos. 
5,604,102 and 5,721,130. 

Assay Systems 

25 Assays for determining APP cleavage at the beta-secretase cleavage site are 

4 

well known in the art Exemplary assays, are described, for example, in U.S. Patent 
Nos. 5,744,346 and 5,942,400, and described in the Examples below. 

Cell free assays 

30 Exemplary assays that can be used to demonstrate the inhibitory activity of 

the compounds of the invention are described, for example, in WO00/17369, WO 
00/03819, and U.S. Patents No. 5,942,400 and 5,744,346. Such assays can be 
performed in cell-free incubations or in cellular incubations using cells expressing a 
beta-secretase and an APP substrate having a beta-secretase cleavage site. 
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An APP substrate containing the beat-secretase cleavage site of APP, for 
example, a complete APP or variant, an APP fragment, or a recombinant or 
synthetic APP substrate containing the amino acid sequence: KM-DA or NL-D A, is 
incubated in the presence of beta-secretase enzyme, a fragment thereof, or a 
5 synthetic or recombinant polypeptide variant having beta-secretase activity and 
effective to cleave the beta-secretase cleavage site of APP, under incubation 
conditions suitable for the cleavage activity of the enzyme. Suitable substrates 
optionally include derivatives that may be fusion proteins or peptides that contain 
the substrate peptide and a modification useful to facilitate the purification or 

1 0 detection of the peptide or its beta-secretase cleavage products. Useful 

modifications include the insertion of a known antigenic epitope for antibody 
binding; the linking of a label or detectable moiety, the linking of a binding 
substrate, and the like. 

Suitable incubation conditions for a cell-free in vitro assay include, for 

15 example: approximately 200 nanomolar to 10 micromolar substrate, approximately 
10 to 200 picomolar enzyme, and approximately 0.1 nanomolar to 10 micromolar 
inhibitor compound, in aqueous solution, at an approximate pH of 4 -7, at 
approximately 37 degrees C, for a time period of approximately 1 0 minutes to 3 
hours. These incubation ron<Ktip^ are exemplary only, and can be varied as 

20 required for the particular assay components and/or desired measurement system. 
Optimization of the incubation conditions for the particular assay components 
should account for the specific beta-secretase enzyme used and its pH optimum, any 
additional enzymes and/or markers that might be used in the assay, and the like. 
Such optimization is routine and will not require undue experimentation. 

25 One useful assay utilizes a fusion peptide having maltose binding protein 

(MBP) fused to the C-terminal 125 amino acids of APP-SW. The MBP portion is 
captured on an assay substrate by anti-MBP capture antibody. Incubation of the 
captured fusion protein in die presence of beta-secretase results in cleavage of the 
substrate at the beta-secretase cleavage site. Analysis of the cleavage activity can 

30 be, for example, by immunoassay of cleavage products. One such immunoassay 
detects a unique epitope exposed at the carboxy terminus of the cleaved fusion 
protein, for example, using the antibody SW192. This assay is described, for 
example, in U.S. Patent No 5,942,400. 
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Cellular assay 

Numerous cell-based assays can be used to analyze beta-secretase activity 
and/or processing of APP to release A beta. Contact of an APP substrate with a 
beta-secretase enzyme within the cell and in the presence or absence of a compound 
5 inhibitor of the invention can be used to demonstrate beta-secretase inhibitory 
activity of the compound Preferably, assay in the presence of a useful inhibitory 
compound provides at least about 30%, most preferably at least about 50% 
inhibition of the enzymatic activity, as compared with a non-inhibited control. 
In one embodiment, cells that naturally express beta-secretase are used. 

10 Alternatively, cells are modified to express a recombinant beta-secretase or synthetic 
variant enzyme as discussed above. The APP substrate may be added to the culture 
medium and is preferably expressed in the cells. Cells that naturally express APP, 
variant or mutant forms of APP, or cells transformed to express an isoform of APP, 
mutant or variant APP, recombinant or synthetic APP, APP fragment, or synthetic 

1 5 APP peptide or fusion protein containing the beta-secretase APP cleavage site can 
be used, provided that the expressed APP is permitted to contact the enzyme and 
enzymatic cleavage activity can be analyzed 

Human cell lines that normally process A beta from APP provide a useful 
means to assay inhibitory activities of the comi^Uri^of the invention.; Production 

20 and release of A beta and/or other cleavage products into the culture medium can be 
measured, for example by immunoassay, such as Western blot or enzyme-linked 
immunoassay (EIA) such as by ELISA. 

Cells expressing an APP substrate and an active beta-secretase can be 
incubated in the presence of a compound inhibitor to demonstrate inhibition of 

25 enzymatic activity as compared with a control. Activity of beta-secretase can be 
measured by analysis of one or more cleavage products of the APP substrate. For 
example, inhibition of beta-secretase activity against the substrate APP would be 
expected to decrease release of specific beta-secretase induced APP cleavage 
products such as A beta. 

30 Although both neural and non-neural cells process and release A beta, levels 

of endogenous beta-secretase activity are low and often difficult to detect by EIA. 
The use of cell types known to have enhanced beta-secretase activity, enhanced 
processing of APP to A beta, and/or enhanced production of A beta are therefore 
preferred. For example, transfection of cells with the Swedish Mutant form of APP 
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(APP-SW); with APP-KK; or with APP-SW-KK provides cells having enhanced 
beta-secretase activity and producing amounts of A beta that can be readily 
measured. 

In such assays, for example, the cells expressing APP and beta-secretase are 
5 incubated in a culture medium under conditions suitable for beta-secretase 

enzymatic activity at its cleavage site on the APP substrate. On exposure of the cells 
to die compound inhibitor, the amount of A beta released into the medium and/or the 
amount of CTF99 fragments of APP in the cell lysates is reduced as compared with 
the control. The cleavage products of APP can be analyzed, for example, by 
10 immune reactions with specific antibodies, as discussed above. 

Preferred cells for analysis of beta-secretase activity include primary human 
neuronal cells, primary transgenic animal neuronal cells where the transgene is APP, 
and other cells such as those of a stable 293 cell line expressing APP, for example, 
APP-SW. 

15 

In vivo assays: animal models 

Various animal models can be used to analyze beta-secretase activity and /or 
processing of APP to release A beta, as described above. For example, transgenic 
animals expressing APP substrate and beta-secretase enzyme can be used to 

20 demonstrate inhibitory activity of the compounds of the invention. - G&tain 
transgenic animal models have been described, for example, in U.S. Patent Nos: 
5,877,399; 5,612,486; 5,387,742; 5,720,936; 5,850,003; 5,877,015,, and 
5,81 1,633, and in Ganes etal., 1995, Nature 373:523. Preferred are animals that 
exhibit characteristics associated with the pathophysiology of AD. Administration 

25 of the compound inhibitors of the invention to the transgenic mice described herein 
provides an alternative method for demonstrating the inhibitory activity of the 
compounds. Administration of the compounds in a pharmaceutical^ effective 
carrier and via an administrative route that reaches the target tissue in an appropriate 
therapeutic amount is also preferred. 

30 Inhibition of beta-secretase mediated cleavage of APP at the beta-secretase 

cleavage site and of A beta release can be analyzed in these animals by measure of 
cleavage fragments in the animal's body fluids such as cerebral fluid or tissues. 
Analysis of brain tissues for A beta deposits or plaques is preferred. 
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On contacting an APP substrate with a beta-secretase enzyme in the presence 
of an inhibitory compound of the invention and under conditions sufficient to permit 
enzymatic mediated cleavage of APP and/or release of A beta from the substrate, the 
compounds of the invention are effective to reduce beta-secretase-mediated cleavage 
5 of APP at the beta-secretase cleavage site and/or effective to reduce released 
amounts of A beta. Where such contacting is the administration of the inhibitory 
compounds of the invention to an animal model, for example, as described above, 
the compounds are effective to reduce A beta deposition in brain tissues of the 
animal, and to reduce the number and/or size of beta amyloid plaques. Where such 
10 administration is to a human subject, the compounds are effective to inhibit or slow 
die progression of disease characterized by enhanced amounts of A beta, to slow the 
progression of AD in the, and/or to prevent onset or development of AD in a patient 
at risk for the disease. 

Unless defined otherwise, all scientific and technical terms used herein have 
1 5 the same meaning as commonly understood by one of skill in the art to which this 
invention belongs. All patents and publications referred to herein are hereby 
incorporated by reference for all purposes. 



20 



25 



DEFINITIONS AND CONVENTIONS 

The definitions and explanations below are for the terms as used throughout 
this entire document including both the specification and the claims. 

I, CONVENTIONS FOR FORMULAS AND DEFINITIONS OF VARIABLES 



The chemical formulas representing various compounds or molecular 
fragments in the specification and claims may contain variable substituents in 
addition to expressly defined structural features. These variable substituents are 
identified by a letter or a letter followed by a numerical subscript, for example, "Zj" 
30 or "Rj" where "i" is an integer. These variable substituents are either monovalent or 
bivalent, that is, they represent a group attached to the formula by one or two 
chemical bonds. For example, a group Z\ would represent a bivalent variable if 
attached to the formula CH3-C(=Zi)H. Groups R* and Rj would represent monoval- 
ent variable substituents if attached to the formula CH 3 -CH2-C(R|)(Rj)H2. When 
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chemical formulas are drawn in a linear fashion, such as those above, variable sub- 
stituenls contained in parentheses are bonded to the atom immediately to the left of 
the variable substituent enclosed in parentheses. When two or more consecutive 
variable substituents are enclosed in parentheses, each of the consecutive variable 
5 substituents is bonded to the immediately preceding atom to the left which is not 
enclosed in parentheses. Thus, in the formula above, both R, and Rj are bonded to 
the preceding carbon atom. Also, for any molecule with an established system of 
carbon atom numbering, such as steroids, these carbon atoms are designated as Q, 
where "i" is the integer corresponding to the carbon atom number. For example, C6 
10 represents the 6 position or carbon atom number in the steroid nucleus as tradition- 
ally designated by those skilled in the art of steroid chemistry. Likewise the term 
"R*" represents a variable substituent (either monovalent or bivalent) at the C6 
position. 

Chemical formulas or portions thereof drawn in a linear fashion represent 

1 5 atoms in a linear chain. The symbol "-" in general represents a bond between two 
atoms in the chain. Thus CH3-0-CHrCH(Rj)-CH3 represents a 2-substituted-l - 
methoxypropane compound In a similar fashion, the symbol ' represents a 
double bond, e.g., CH 2 =C(Ri)-0-CH3, and the symbol "s w represents a triple bond, 
e.g., HC=G-CH(Eli)-CH2-GH3. Cafbonyl groups are represented in either one of two 

20 ways: -CO or -C(=0)-, with the former being preferred for simplicity. 

Chemical formulas of cyclic (ring) compounds or molecular fragments can 
be represented in a linear fashion. Thus, the compound 4-chloro-2-methylpyridine 
can be represented in linear fashion by N*=C(CH 3 )-CH=Ca-CH=C*H with the 
convention that the atoms marked with an asterisk (*) are bonded to each other 

25 resulting in the formation of a ring. Likewise, the cyclic molecular fragment, 4- 
(ethyl)-l-piperazinyl can be represented by -N*-<CH2)2-N(C2Hs)-CH2-C*H2. 

A rigid cyclic (ring) structure for any compounds herein defines an 
orientation with respect to the plane of the ring for substituents attached to each 
carbon atom of the rigid cyclic compound For saturated compounds which have 

30 two substituents attached to a carbon atom which is part of a cyclic system, - 
C(Xi)(X2)- the two substituents may be in either an axial or equatorial position 
relative to the ring and may change between axial/equatorial. However, the position 
of the two substituents relative to the ring and each other remains fixed. While 
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either substituent at times may lie in the plane of the ring (equatorial) rather than 
above or below the plane (axial), one substituent is always above the other. In 
chemical structural formulas depicting such compounds, a substituent (Xi) which is 
"below" another substituent (X 2 ) will be identified as being in the alpha 
5 configuration and is identified by a broken, dashed or dotted line attachment to the 
carbon atom, i.e., by the symbol " — " or "...". The corresponding substituent 
attached "above" (X 2 ) the other (Xi) is identified as being in the beta configuration 
and is indicated by an unbroken line attachment to the carbon atom. 

When a' variable substituent is bivalent, the valences may be taken together 

10 or separately or both in the definition of the variable. For example, a variable Rj 
attached to a carbon atom as -C(=R0- niight be bivalent and be defined as oxo or 
keto (thus forming a caibonyl group (-CO-) or as two separately attached 
monovalent variable substituents alpha-Ri-j and beta-Ri^. When a bivalent variable, 
Ri, is defined to consist of two monovalent variable substituents, the convention 

15 used to define the bivalent variable is of the fonn "alpha-R^beta-RiV' or some 
variant thereof. In such a case both alpha-Ri-,- and beta-Rj. k are attached to the 
carbon atom to give -C(alpha-Ri.j)(beta-Ri-x)-. For example, when the bivalent 
variable R$, -C(=R6)- is defined to consist of two monovalent variable substituents, 
the two mdnoyafCTtTariable substituents are alpha-R6-i :beta : R£2, .. alpha-R<>- 

20 9 :beta-R64o, etc, giving -C(alpha«R^_i)(beta-R6-2)-, .... -C(aIpha-R6^)(beta-R6-ioK etc. 
Likewise, for the bivalent variable Rn, -C(=Rn)-, two monovalent variable substitu- 
ents are alpha-Rn.i:beta-Rii-2. For a ring substituent for which separate alpha and 
beta orientations do not exist (e.g. due to the presence of a carbon carbon double 
bond in the ring), and for a substituent bonded to a carbon atom which is not part of 

25 a ring the above convention is still used, but the alpha and beta designations are 
omitted. 

Just as a bivalent variable may be defined as two separate monovalent 
variable substituents, two separate monovalent variable substituents may be defined 
to be taken together to form a bivalent variable. For example, in the formula 
30 -Ci(R0H-C2(Rj)H- (Q and C2 define arbitrarily a first and second carbon atom, 
respectively) R* and Rj may be defined to be taken together to form (1) a second 
bond between Q and C2 or (2) a bivalent group such as oxa (-0-) and the formula 
thereby describes an epoxide. When Rj and Rj are taken together to form a more 
complex entity, such as the group -X-Y-, then the orientation of the entity is such 



WO 02/02512 PCT/US01/21012 

114 

that C\ in the above formula is bonded to X and C2 is bonded to Y. Thus, by 
convention the designation "... K* and Rj are taken together to form -CH2-CH2-O- 
CO- ..." means a lactone in which the carbonyl is bonded to C2. However, when 
designated "... and are taken together to form -CO-0-CH 2 -CH2-the convention 
5 means a lactone in which the carbonyl is bonded to C\ . 

The carbon atom content of variable substituents is indicated in one of two 
ways. The first method uses a prefix to the entire name of the variable such as "d- 
C4", where both "1" and "4" are integers representing the minimum and maximum 
number of carbon atoms in the variable. The prefix is separated from the variable by 

10 a space. For example, "C1-C4 alkyF represents alkyl of 1 through 4 carbon atoms, 
(including isomeric forms thereof unless an express indication to the contrary is 
given). Whenever this single prefix is given, the prefix indicates the entire carbon 
atom content of the variable being defined. Thus C2-C4 alkoxycarbonyl describes a 
group CH3-(CH 2 )n-0-CO- where n is zero, one or two. By the second method the 

15 carbon atom content of only each portion of the definition is indicated separately by 
enclosing the "Q-Cj" designation in parentheses and placing it immediately (no 
intervening space) before the portion of the definition being defined. By this 
optional convention (Ci-C3)alkoxy carbonyl has the same meaning as C2-C4 alkoxy- 
carbonyl because the "CrC3" refers only to the carbon atom content of the alkoxy 

20 group. Similarly while both C2-C6 alkoxyalkyl and (Ci-C3)alkoxy(Ci-C3)alkyl 

define alkoxyalkyl groups containing from 2 to 6 carbon atoms, the two definitions 
differ since the former definition allows either the alkoxy or alkyl portion alone to 
contain 4 or 5 carbon atoms while the latter definition limits either of these groups to 
3 carbon atoms. 

25 When the claims contain a fairly complex (cyclic) substituent, at the end of 

the phrase naming/designating that particular substituent will be a notation in 
(parentheses) which will correspond to the same name/designation in one of the 
CHARTS which will also set forth the chemical structural formula of that particular 
substituent. 

30 IL DEFINITIONS 

All temperatures are in degrees Celsius. 
TLC refers to thin-layer chromatography, 
psi refers to pounds/in 2 . 
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HPLC refers to high pressure liquid chromatography. 
THF refers to tetrahydrofuran. 
DMF refers to dimethylformamide. 

EDC refers to ethyl- 1^3-dimethylaminopropyl)carbodiimide or l-(3- 
5 dimefliylaminopropyl)-3-^ylcaibodiiinide hydrochloride. 
HOBt refers to 1 -hydroxy benzotriazole hydrate. 
NMM refers to N-methylmorpholine. 
NBS refers to N-bromosuccinimide. 
TEA refers to triethylamine. 
1 0 BOC refers to 1 ,1 -dimethylethoxy carbonyl or f-butoxycarbonyl, -CO-O- 

C(CH 3 )3. 

CBZ refers to benzyloxycarbonyl, <;OOCH2-phenyl. 
FMOC refers to 9-fluorenylmethyl carbonate. 
TFA refers to trifluoracetic acid, CF 3 -COOH. 
1 5 GDI refers to 1 , 1 '-carbonyldiimidazole. 

Saline refers to an aqueous saturated sodium chloride solution. 
Chromatography (column and flash chromatography) refers to 
purification/separation of compounds expressed as (support, eluent). It is 
. understood that the appropriate fractions are pooled md cdni^trated to give the 
20 desired compound(s). 

CMR refers to C-13 magnetic resonance spectroscopy, chemical shifts are 
reported in ppm (5) downfield from TMS. 

NMR refers to nuclear (proton) magnetic resonance spectroscopy, chemical 
shifts are reported in ppm (d) downfield from TMS. 
25 IR refers to infrared spectroscopy. 

-phenyl refers to phenyl (C6H5). 

MS refers to mass spectrometry expressed as m/e, m/z or mass/charge unit. 
MH* refers to the positive ion of a parent plus a hydrogen atom. EI refers to 
electron impact CI refers to chemical ionization. FAB refers to fast atom 
30 bombardment 

HRMS refers to high resolution mass spectrometry. 

Ether refers to diethyl ether. 
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Pharmaceutically acceptable refers to those properties and/or substances 
which are acceptable to the patient from a phannacological/toxicologicai point of 
view and to the manufacturing pharmaceutical chemist from a physical/chemical 
point of view regarding composition, formulation, stability, patient acceptance and 
5 bioavailability. 

When solvent pairs are used, the ratios of solvents used are volume/volume 

(v/v). 

When the solubility of a solid in a solvent is used the ratio of the solid to the 
solvent is weight/volume (wt/v). 
10 BOP refers to b enzo triazol- 1 -yloxy-tris(dimethylamino)pho sphonium 

hexafluorophosphate. 

TBDMSC1 refers to ^-butyldimethylsilyl chloride. 
TBDMSOTf refers to *-butyldimethylsilyl trifluosulfonic acid ester. 
Trisomy 21 refers to Down's Syndrome. 
1 5 The following terms are used (in EXAMPLES 321 and above) for the 

amide forming agent (IX): 

*THTH" refers to (CH 3 -CH 2 -CH 2 -)2N-CO-phenyl-CO-OH where the 
attachment to the - phenyl- ring is 1,3-; 

"5-Me-PHTH" refers to (CT 3 -CH2-CHr)2N-Cp-(CH 3 -) phenyl H^OH 
20 whore the attachment to the - phenyl - ring is 1,3- for the carbonyl groups and 5- for 
the methyl group; 

"3,5-pyridmyl" refers to (GH 3 -CT2-OT 2 ^ where 
the attachment to the -pyridinyl- ring is 3,5- for the carbonyl groups; 

"-SO2-" refers to (CH 3 -CH 2 -CH 2 -)2CH-S02- phenyl -CO-OH where the 
25 attachment to the - phenyl - ring is 1 ,3-; 

"5-OMe-PHTH" refers to (OT 3 -CH 2 -CH 2 -)2N-CO-(CH 3 -0-) phenyl -CO-OH 
where the attachment to the - phenyl - ring is 1,3- for the carbonyl groups and 5- for 
the methoxy group; 

"5-C1-PHTH" refers to (CH 3 -CH 2 -CHr)2N«CO-(Cl-)phenyl-CO-OH where 
30 the attachment to the -phenyl- ring is 1,3- for the carbonyl groups and 5- for the 
chlorine atom; 

"5-F-PHTH" refers to (ra 3 -CH 2 -CH 2 -)^^ where the 

attachment to the -phenyl- ring is 1 ,3- for the carbonyl groups and 5- for the fluorine 
atom; 
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"thienyl" refers to (CHa-CHz^^N-CO-thienyl-CO-OH where the 
attachment to the thiophene ring is -2,5; 

"2,4-pyridinyr refers to (CH 3 -CH2-CH 2 -)2N-CO-(pyridinyl)-CO-OH where 
the attachment to the -pyridinyl- ring is 2,4- for the carbonyl groups; 
5 %6-pyrimidinyi" refers to (CH 3 -CH 2 -CH 2 -)2N-CO-(pyrim3dinyl-)phenyl- 

CO-OH where the attachment to the -pyrimidiny-l ring is 4,6- for the carbonyl 
groups; 

"morpholinyl" refers to morpholinyl-CO-phenyl-CO : OH where the 
attachment to the -phenyl- ring is 1,3 for the carbonyl groups. 
1 0 APP, amyloid precursor protein, is defined as any APP polypeptide, 

including APP variants, mutations, and isofonns, for example, as disclosed in U.S. 
Patent No. 5,766,846. 

A beta, amyloid beta peptide, is defined as any peptide resulting from beta- 
secretase mediated cleavage of APP, including peptides of 39, 40, 41, 42, and 43 
15 amino acids, and extending from the beta-secretase cleavage site to amino acids 39, 
40, 41, 42, or 43. 

Beta-secretase (BACB1, Asp2, Memapsin 2) is an aspartyl protease that 
mediates cleavage of APP at the anmo-terminal edge of A beta. Human beta- 
secretase is described, for example, in WO00/1 7369. 
20 "Pharmaceutically acceptable" refers to those properties and/or substances 

that are acceptable to the patient from a pharmacological/toxicological point of view 
and to the manufacturing pharmaceutical chemist from a physical/chemical point of 
view regarding composition, formulation, stability, patient acceptance and bioavail- 
ability. 

25 A therapeutically effective amount is defined as an amount effective to 

reduce or lessen at least one symptom of the disease being treated or to reduce or 
delay onset of one or more clinical markers or symptoms of the disease. 

The present invention provides compounds, compositions, and methods for 
inhibiting beta-secretase enzyme activity and A beta peptide production. Inhibition 

30 of beta-secretase enzyme activity halts or reduces the production of A beta from 
APP and reduces or eliminates the formation of beta-amyloid deposits in the brain. 
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Without further elaboration, it is believed that one dolled in the art can, 
using the preceding description, practice the present invention to its fullest extent. 
5 The following detailed examples describe how to prepare the various compounds 
and/or perform the various processes of the invention and are to be construed as 
merely illustrative, and not limitations of the preceding disclosure in any way 
whatsoever. Those skilled in the art will promptly recognize appropriate variations 
from the procedures both as to reactants and as to reaction conditions and 
10 techniques. 

PREPARATION 1 3-Amino-5-(methoxycarbonyl)benzoic acid (XVII) 

A suspension of mo/io-methyl 5-nitro-isophthalate (22.5 g, 100 mmol) and 
palladium on carbon (5%, 2.00 g) in methanol (100 mL) is shaken in a 
15 hydrogenation apparatus under hydrogen (50 psi) for 3 hours. The mixture is then 
filtered through diatomaceous earth and concentrated to give the title compound, 
NMR (300 MHz, CDC1 3 ) beta 7.67, 7.41, 7.40 and 3.83; MS (ESI-) for C9H9NO4 
m/z(M-H)- = 194. 

20 PREPARATIONS 3-Bromo^5^methoxycarhonyl)baizoic acid (XIX) 

A mixture of copper (II) bromide (1.85 g, 8.30 mmol), n-butyl nitrite (1.07 g, 
10.4 mmol), and acetonitrile (30 mL) is stirred in a round bottomed flask in a water 
bath to which a few chunks of ice has been added. 3-Amino-5- 
(methoxycarbonyl)benzoic acid (XVII, PREPARATION 1, 1.35 g, 6.92 mmol) is 

25 added as a slurry in warm acetonitrile (70 mL) over 15 mm and the mixture is stirred 
at 20-25 degrees C for an additional 2 hour, at which time the mixture is partitioned 
between dichloromethane and hydrochloric acid (3N). The organic phase is 
separated and dried over sodium sulfate and concentrated to dryness. 
Chromatography (silica gel, 125 mL; methanol/dichloromethane, 15/85) and 

30 concentration of the appropriate fractions gives a solid which is crytallized from 
methanol to give the title compound in two crops, NMR (DMSO-4j) delta 3.90, 8.26 
and 8.65. 

PREPARATION 3 Methyl 3«bromo-5-[(dipropylamino)carbonyl]benzoate (XXI) 
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Carbonyl diimidazole (3.0 g, 18 mmol) is added to a solution of 3-bromo-5- 
(methoxycaibonyl)benzoic acid (XIX, PREPARATION 2, 3.9 g, 15 mmol) in THF 
(30 mL). The mixture is stirred for 0.5 hours. Dipropylamine (AMINE, 4.2 mL, 30 
mmol) is added to the mixture, which is then stirred for 24 hours. The solvent is 
5 then removed under reduced pressure and the mixture is partitioned between ethyl 
acetate and water. The organic phase is then washed with saline, dried over 
anhydrous magnesium sulfate, filtered, and concentrated. Column chromatography 
(silica gel; ethyl acetate/hexanes, 15/85) gives the title compound, IR (difiuse 
reflectance) 2968, 2958, 1714, 1637, 1479, 1440, 1422, 1321, 1310, 1288, 1273, 
10 1252, 889, 772 and 718 cm" 1 ; NMR (300 MHz, CDC1 3 ) 5 8.21, 7.96, 7.70, 3.95, 
3.46, 3.15, 1.69, 1.57, 1.00 and 0.78; MS (ESI+) for Ci5H 2 oBrN0 3 m/z (M+H) + = 
344.1. 

PREPARATION 4 3-BromcH5-[(dipropylamino)carbonyl]benzoic acid 
15 To a solution of methyl 3-bromo-5-[(<Upropylamino)carbonyl]benzoate 

(XXI, PREPARATION 3, 1.4 g, 4.1 mmol) in THF/water/methanol (4/2/2, 8 mL) is 
added to lithium hydroxide monohydrate (0.17 g, 4.05 mmol). The mixture is 
stirred at 20 degrees -25 degrees C for 1 hour and then solvent is removed under 
reduced pressure. The residue is;dissolved in water (50 mL) and hydrochloric acid 
20 (1 N) is added to adjust the pH to about 3. The aqueous mixture is extracted with 
ethyl acetate and the organic phase is separated and dried over magnesium sulfate to 
give the title compound Analytical calculated for Ci^isBrNOa: C, 51.23; H, 5.53; 
N, 4.27; Br, 24.35. Found: C, 51.37; H, 5.56; N, 4.28. 



25 PREPARATION 5 Methyl 3<aininocaibonyl)-5-[(dipropylamino)carbonyl]- 

benzoate (XXII) 

To a mixture of methyl 3-bitmio-5-[(dipropylamino)carbonyl]benzoate (XXI, 
PREPARATION 3, 0.5 g, 1.47 mmol) in dry N-methyl pyrrolidinone under a carbon 
monoxide atmosphere is added palladium (II) acetate (0.017 g, 0.074 mmol), 1,3- 
30 bis(<tiphenylphosphino)piopane (0.045 g, 0.1 1 mmol), hexamethyldisilazane (1 .0 
mL, 4.7 mmol), and diisopropylethylamine (0.38 g, 2.94 mmol). The mixture is 
heated at 100 degrees C for 24 hours. The mixture is cooled to 20-25 degrees C and 
partitioned between water and ethyl acetate. The layers are separated and the 
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aqueous phase is back-washed with ethyl acetate. The organic phases are combined 
and washed three times with saline, dried over anhydrous magnesium sulfate, 
filtered and concentrated. Column chromatography (silica gel, 75 mL; 
methanol/methylene chloride, 2.5/97.5) gives the title compound, NMR (CDCI3) 
5 delta 0.77, 1.02, 1.57, 1.71, 3.17, 3.49, 3.98, 5.78, 6.34, 8.07, 8.20 and 8.48. 

PREPARATION 6 3^Ammocaftonyl)-5-[(dipropy acid 

(xxm) 

To a mixture of methyl 3-(aminocaAonyl)-5-[(dipropylamino)carbonyl]beiizoate 
10 (XXII, PREPARATION 5, 0.197 g, 0.64 mmol) in methanol (5.0 mL) is added 
sodium hydroxide (IN, 3.0 mL). The mixture is stirred at 20-25 degrees C for 24 
hours. The mixture is acidified to about pH 5 with hydrochloric acid (10%). Water 
(50 mL) is added and the mixture is washed twice with ethyl acetate (2x 50 mL). 
The organic extracts are combined and dried over anhydrous magnesium sulfate and 
15 concentrated to give the title compound, NMR (DMSO-d 6 ) delta 0.66, 0.930, 1.48, 
1.62, 3.12, 3.35, 7.54, 7.98, 8.22 and 8.51. 

PREPARATION 7 3-Cyano-5-[(dipropylamino)caibonyl]benzoic acid 
QX/XXXH) Zi 

20 A mixture of 3-bromo-5-[(dipropylammo)^ acid 

(PREPARATION 4, 0.596 g, 1.82 mmol) and copper nitrile (0.325 g, 3.63 mmol) in 
N-methylpyrrolidinone (1 .5 mL) is stirred at 175 degrees C for 2.5 hour, at which 
time the mixture is cooled and partitioned between ethyl acetate and hydrochloric 
acid (3N). The organic layer is washed twice more with hydrochloric acid (3N) and 

25 then twice more with saline which had been acidified with a small amount of 
hydrochloric acid (3N). The organic layer is dried over magnesium sulfate and 
concentrated under high vacuum to give the title compound, NMR (CDCI3) delta 
0.80, 1.02, 1.60, 1.73, 3.17, 3.51, 7.90, 8.31 and 8.41; an aliquot is crystallized from 
ethyl ether/dichloromethane/hexane - IR (diffuse reflectance) 3017, 2970, 2937, 

30 2898, 2877, 2473, 2432, 2350, 2318, 2236, 1721, 1608, 1588, 1206 and 1196 cm' 1 . 

PREPARATION 8 3^Ammocarbonyl)-5-[(dipro^^ acid 

(xxxm) 
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A mixture of 3-cyano-5-[(dipropylamino)carbonyl]benzoic acid (DC/XXXII, 
PREPARATION 7, 0.602 g, 2.19 mmol), potassium carbonate (0.212 g, 1.53 mmol), 
and acetone (2.5 mL) is stirred at 20-25 degrees C. Water (2.5 mL) and urea- 
hydiogen peroxide adduct (0.825 g, 8.78 mmol) are added and the mixture is stirred 
5 for 15 hours at 20*25 degrees C, at which time additional urea-hydrogen peroxide 
adduct (0.204 g) is added; after stirring for another 3 hours, an additional 0.205 g of 
urea-hydrogen peroxide is added. After a total of 39 hours has elapsed, the acetone 
is removed under reduced pressure and the residue is acidified with hydrochloric 
acid (3N) to pH = 2-4. The mixture is extracted with dichloromethane, the organic 
10 layer is separated and washed with hydrochloric acid (0.5 N), and the organic phase 
is dried with anhydrous magnesium sulfate to a solid The solid is crystallized from 
dichloromethane/hexane/methanol to give the title compound, MS (ESI+) for 
C15H20N2O4 m/z (M+H) + - 293.2. 

15 PREPARATION 9 Methyl 3-[(dipropylamino)caibonyl]-5-nitrobenzoate (XXX) 
Carbonyl diimidazole (3.90 g, 24.0 mmol) is added to a mixture of mono- 
methyl 5-nitro-isophthalate (XXVHI, 4.50 g, 20.0 mmol) in dry THF (50 mL). The 
mixture is stirred for 0.5 hours. Dipropylamine (3.28 mL, 24.0 mmol) is added 
slowly to the mixture. The reaction mixture is then stirred for 4 hours/ The solvent 

20 is removed under reduced pressure and the mixture is partitioned between ethyl 
acetate and water. The organic phase is separated and washed with saline, dried 
ova: anhydrous sodium sulfate, filtered, and concentrated. Column chromatography 
(silica gel; ethyl acetate/hexanes, 15/85) gives the title compound, NMR (300 MHz, 
CDCI3) delta 8.88, 8.41, 8.35, 4.00, 3.48, 3.15, 1.72, 1.57, 1.00 and 0.77; MS (ESI+) 

25 forCisHzoNzOs/w/^ (M+H) + = 309*2. 

PREPARATION 10 Me%13-amino-5-[(dipropylaniino)carbonyl]benzoate 
(XXXI) 

A suspension of methyl 3-[(dipropylamino)carbonyl3-5-nitrobenzoate (XXX, 
30 PREPARATION 9, 6.00g, 20.0 mmol) and palladium on carbon (5%, 0.600 g) in 
methanol (40 mL) is shaken in a hydrogenation apparatus under hydrogen (45 psi) 
for 3 hours. The mixture is then filtered through diatomaceous earth and 
concentrated to give the title compound, NMR (300 MHz, CDCI3) delta 7.27, 6.77, 
4.10, 3.82, 3.38, 3.10, 1.62, 1.46, 0.91 and 0.68. 
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PREPARATION 1 1 Methyl 3-(cWorosulfonyl>5-[(dipropylamino)caAony 
benzoate (XXXVII) 
Methyl 3-ainino-5-[(dpix)pylamino)carbonyl]beiizoate (XXXI, 
5 PREPARATION 10, 1.1 1 g, 4 mmol) is added to a mixture of water (5 mL) and 
concentrated hydrochloric acid (I mL). Sodium nitrite (0.276 g, 4 mmol) is added to 
the mixture slowly at 0 degrees C. The mixture is then added to an acetic acid 
solution (5 mL) of CuCl 2 # 2H 2 0 saturated with sulfur dioxide. The mixture is stirred 
for 0.5 hours and poured into ice water. The mixture is extracted with ethyl acetate. 
10 The organic phase is separated and washed with saturated sodium bicarbonate, 

water, and saline and dried over anhydrous sodium sulfate, filtered, and concentrated 
to give the title compound, NMR (300 MHz, CDC1 3 ) delta 8.69, 8.38, 8.20, 4.01, 
3.49, 3.14, 1.72, 1.59, 1.01 and 0.79; MS (ESI+) for C l5 H 2 oClN0 5 S m/z (M+H) + - 
362.2 

15 

PREPARATION 12 Methyl 3^aminosulfonyl)-5-[(dipropylamino)carbonyl]- 
benzoate (XXXVIII) 

To a solution of methyl 3-(cMorosulfonyl)-5- 

; 20 -i - [(dipropylam 11, 0.100 g, 0.300 

mmol) in dry THF (3 mL) is added ammonia (7 N solution in methanol, 0.214 mL, 
1.50 mmol). The mixture is stirred for 18 hours and solvent is then removed. The 
residue is partitioned between ethyl acetate and water. The organic phase is separate 
and washed with saline, dried over anhydrous sodium sulfate, filtered, and 

25 concentrated to give the title compound, NMR (300 MHz, CDC1 3 ) delta 8.45, 8.07, 
8.01, 6.05, 3.93, 3.44, 3.09, 1.67, 1.52, 0.96 and 0.73; MS (ESI+) for C12H22N2O5S 
m/z (M+H) + = 343.3. 

PREPARATION 13 3-(Airunosulfonyl)-5-[(^ acid 

30 (xxxvm) 

Lithium hydroxide monohydrate (0.01 1 g, 0.263 mmol) is added to a 
solution of methyl 3^aminos^onyl)-5-[(dipn>pylamino)carbonyl]benzoate 
(XXXVDI, PREPARATION 12, 0.090 g, 0.263 mmol) in a mixture of 
THF/methanol/water (2/1/1, 2 mL), The mixture is stirred at 20-25 degrees C for 3 
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hours. The mixture is then diluted with water and hydrochloric acid (1 N) is added 
to bring the pH to less than 3. The aqueous solution is extracted with ethyl acetate. 
The organic phase is separated and washed with saline, dried over anhydrous sodium 
sulfite, filtered and concentrated to give the title compound. *H NMR (300 MHz, 
5 CDC1 3 ) delta 10.36 (s, 1 H), 8,39 (s, 1 H), 8.09 (s, 2 H), 6.06 (s, 2 H), 3,48 (t, 7= 7 
Hz, 2 H), 3.15 (t, ,7=7 Hz, 2 H), 1.71 (m,2H), 1.55 (m, 2H), 0.97 (t, J=7Hz, 3 
H), 0.74 (t, J= 7 Hz, 3 H). MS (ESI+) for C11H20N2O5S m/z 329.2 (M+H) + . 



PREPARATION 14 Methyl 3-[(dipropylamino)caibonyl]-5-(l- 
10 pyirohdinylsulfonyl)- benzoate (XXXVIII) 

Following the general procedure of PREPARATION 12 and making non- 
critical variations but using pyrrolidine (0.347 mL, 4.16 mmol), the title compound 
is obtained, MS (ESI+) for C19H28N2O5S m/z (M+H) + = 397.1. 

15 PREPARATION 15 3-[(Dipropylamino)carbonyl]-5-(l- 

pyrrohdinylsulfonyl)benzoic acid (XXXEX) 
Following the general procedure of PREPARATION 13 and making non- 
critical variations, the title compound is obtained, MS (ESI+) for C18H26N2O5S m/z 
(M+^^ 1833. - ^ 

20 

PREPARATION 16 Methyl 3-[(dipropylamino)caibonyl]-5-[(methylamino)- 
sulfonyljbenzoate (XXXVIII) 
Following the general procedure of PREPARATION 12 and making non- 
critical variations but using methyl amine (2 N solution in THF, 0.692 mL, 1.38 
25 mmol), the title compound is obtained, MS (ESI+) for C16H24N2O5S m/z (M+H) + = 
357.1. 



PREPARATION 17 3-[(Dipropylamino)caihonyl]-5-[(methylamino)- 
sulfonyl]benzoic acid (XXXK) 
30 Following the general procedure of PREPARATION 13 and making non- 

critical variations, the title compound is obtained, MS (ESI+) for C15H22N2O5S m/z 
(M+H) + = 343.1. 
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PREPARATION 1 8 Methyl 3-[(dimefhylammo^ 

carbonyl]benzoaie (XXXVDI) 
Following the general procedure of PREPARATION 12 and making non- 
critical variations but using dimethylamine (2 N solution in THF, 0.692 mL, 1.38 
5 mmol), the title compound is obtained, MS (ESI+) for C17H26N2O5S m/z (M+H) + = 
371.1. 

PREPARATION 1 9 3-[(Dimethylamino)sulfo^^ 
benzoic acid (XXXIX) 
10 Following the general procedure of PREPARATION 13 and making non- 

critical variations, the title compound is obtained, MS (ESI+) for C16H24N2O5S m/z 
(M+H)* = 357.1. 

PREPARATION 20 Methyl 3-[(dipropylamino)carbonyl]-5-ethyIbenzoate (IX) 
15 Ethylboronic acid (0.800 g, 10.8 mmol), dichlorobis(triphenylphosphine)- 

palladium(II) (0.252 g, 0.360 mmol), potassium carbonate (2.50 g, 18.0 mmol) and 
lithium chloride (0. 151 g, 3.60 mmol) are added to a mixture of methyl 3-brorno-5- 
[(dipropylamino)carbonyl]benzoate (1.23 g, 3.60 mmol) in dry DMF (20 mL). The 
mixture is heated at 1 00 degrees C- for 1 8 hours. The mixture is then partitioned 
20 between ethyl acetate and water. The phases are separated and the ethyl acetate 
phase is washed with saline, dried over sodium sulfate and concentrated. The 
concentrate is column chromatographed (silica gel; ethyl acetate/hexanes, 15/85) to 
give the title compound, MS (ESI+) for C17H25NO3 m/z (M+H) + = 292.2. 

25 PREPARATION 21 3-[(Dipropylanimo) acid (IX) 

Lithium hydroxide monohydrate (0.0680 g, 1 .6 mmol) is added to a mixture 
of methyl 3-[(dipropylatnino)carbonyl]-5-ethylbenzoate (PREPARATION 20, 0.450 
g, 1 .6 mmol) in a mixture of THF/methanol/water (2/1/1, 8 mL). The mixture is 
stirred at 20-25 degrees C for 3 hours. The mixture is then diluted with water (20 

30 mL) and hydrochloric acid (1 N) is added to bring the pH to less than 3. The 

aqueous mixture is extracted with ethyl acetate. The organic phase is separated and 
washed with saline, dried over anhydrous magnesium sulfate, filtered and 
concentrated to give the title compound, MS (ESI+) for C16H23NO3 m/z (M+H) + = 
278.2. 
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EXAMPLE 1 tert-Butyl (lS)-3-bromo-l-(3 9 5-difluorobeiizyl>2~ 

oxopropylcarbamate (HI) 
N-me%l-moipholine (5.83 Ml, 53 mmole, 1.05 eq.) is added to (2S)-2- 
5 [(tert-butoxycarbonyl)amino]-3-(3,5^ acid (II, 15 g, 50 

mmole) in THF (100 mL) and the reaction is cooled to -78 degrees C. Isobutyl 
chloroformate (6.87 mL, 53 mmole, 1.05 eq.) is added rapidly. The cold bath is then 
removed and the mixture stirred for 1 hour. The reaction is monitored by TLC to 
insure completion of the reaction and the mixture is then filtered and washed with 

10 dry THF (50 ml) and kept cold in the filtered flask at -20 degrees C. 

In an ice-salt bath is placed a 500 ml graduate cylinder containing ether (200 
mL) and aqueous potassium hydroxide (40%, 60 ml). l-Methyl-3-nitro-l- 
nitrosoguanidine (5.6 g, 106 mmole, 2.1 eq.) is added slowly with stirring and 
temperature kept below 0 degrees C. The mixture turned yellow and the bubbling 

15 lasted for 1 0 minutes. The stirring is stopped and without mixing the layers, the top 
diazomethane ethereal layer is transferred with non-ground tip pipette into the stirred 
mixed anhydride mixture at -20 degrees C. The reaction is monitored by TLC 
(ethyl acetate/hexane, 50/50; Rf = 0.69). After T l hour nitrogen is then bubbled into 
the mixture. The solvent is ; removed under^ 

20 mixture is partitioned between ether and water. The phases are separated, the 
organic phase is washed with bicarbonate, saline, dried over anhydrous sodium 
sulfate and solvent removed under reduced pressure (with heat). The residue is 
dissolved in ether (100 mL) and hydrobromic acid (48%, 15 mL, 135 mmole, 2.7 
eq,) is added at -20 degrees C, the cold bath is removed and the mixture is stirred for 

25 another 0.5 hours. The reaction is monitored by TLC (ethyl acetate/hexane, 50/50; 
Rf=0.88). The mixture is partitioned between ether and water, washed with 
bicarbonate, saline, dried over anhydrous sodium sulfate and the solvent removed. 
The residue is recrystallized from ethanoi to give the title compound, TLC (ethyl 
acetate/hexane, 50/50) Rf= 0.88; MS (MH*) = 379.3. 

30 

EXAMPLE 2 tert-Butyl (IS, 2S>3-bromo-l-(3,5-difluorobenzyl)-2- 

hydroxypropylcarbamate (IV) 
Sodium borohydride (1.32 g, 34.9 mmole, 1.1 eq.) is added to tert-Butyl 
(lS>3-bromo-l-(3,5-difluoroben2yl)-2-oxopropylcaibamate (HI, EXAMPLE 1, 12 
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g, 31.75 mmole) dissolved in absolute alcohol (500 mL) at -78 degrees C. The 
reaction mixture is stirred for 0.5 hour and monitored by TLC (ethyl acetate/hexane, 
20/80; Rf - 0.2), The mixture is quenched with water (10 mL) and the solvent 
removed under reduced pressure with heat (not exceeding 30 degrees C) to dryness. 
5 The solid is partitioned between dichloromethane and water, washed with saline, 
dried over anhydrous sodium sulfate. The solvent is removed under reduced 
pressure to give the title compound, TLC (ethyl acetate/hexane, 20/80) R f - 0.2; MS 
(MH 4 )^ 381.2. 

10 EXAMPLE 3 tert-Butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcarbamate (V) 
tert-Butyl (IS, 2S)-3-bromo-l-(3,5-difluorobenzyl)-2- 
hydroxypropylcarbamate (IV, EXAMPLE 2) is dissolved in absolute alcohol (150 
mL) and ethyl acetate (100 mL) and potassium hydroxide (2.3 g, 34.9 mmole, 

15 l.leq.) in ethyl alcohol (85%, 5mL) is added at -20 degrees C. The cold bath is then 
removed and the mixture stirred for 0.5 hour. The reaction is monitored by TLC 
(ethyl acetate/hexane, 20/80). When the reaction is complete, it is diluted with 
dichloromethane and extracted, washed with water, saline, dried over anhydrous 
sodium sulfate and the solvent removed under reduced pressures. The crude material 

20 is purified by flash chromatography on silica gel to give the title comp6\md,~TLC 
(ethyl acetate/hexane, 20/80) R f = 0.3; MS (MET*) = 300.4. 

EXAMPLE 4 tert-Butyl (IS, 2R>H3,5^1ifluorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propylcarbainate (VII) 

25 tert-Butyl (lS>2-(3,5^uorophenyl>l-[(2S)-oxiranyl]ethylcarbamate (V, 

EXAMPLE 3, 245 mg, 0.82 mmol) is suspended in isopropyl alcohol (6 mL) and 3- 
methoxybenzylamine (160 microL, 1.22 mmol) is added with stirring at 20-25 
degrees C. This mixture is heated to gentle reflux (bath temp 85 degrees Q under 
^ nitrogen for 2 hours, whereupon the resulting mixture is concentrated under reduced 

30 pressure to give the title compound. The title compound is purified by flash 
chromatography (2-5% methanol/methylene chloride; gradient elution) to give 
purified title compound. 
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EXAMPLE 5 (ZR^SS^S-araiao^^-difluoroplieny^l-Ka- 

methoxybenzyI)amino]-2-butanol trifluoroacetate (VHT) 
tert-Butyl (IS, 2R)-l-(3,5-difluoToben2yi)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propylcarbamate (VU, EXAMPLE 4, 258 mg, 0.59 nnnol) is 
5 dissolved in methylene chloride (1 mL) at 20-25 degrees C, and trifluoroacetic acid 
(1 mL) is added with stirring under nitrogen. The reaction mixture is stirred at 20- 
25 degrees C for 1 hour, whereupon the reaction mixture is concentrated under 
reduced pressure to give the title compound. The title compound is used in the next 
reaction without further purification. 

10 

EXAMPLE 6 ^-{(lS^RJ-l-CS^-cUfluorobenzyO^-hydroxy-S-KS- 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide (X) 
(2R,3S)-3-ammo^(3,5^fluorophenylH ^ 
15 butanol trifluoroacetate salt (VHI, EXAMPLE 5) is dissolved in anhydrous DMF (3 
mL) and cooled to 0 degrees C. Triethylamine (500 microliter, 3.6 mmol) and 5- 
methyl-Af, iNT-dipropylisophthalamic acid (156 mg, 0.59 mmol) are added with 
stirring. The mixture is wanned to 20-25 degrees C briefly to allow for complete 
. dissolution of the carboxylic acid, before recooling to 0 degrees G. 1- , ■•™r 
20 Hydroxybenzotriazole (157 mg, 1 .2 mmol) is added with stirring, followed by l-(3- 
dimethylaminopmpyl)-3-ethylca]l5odiimide hydrochloride (229 mg, 1.2 mmol). The 
resulting mixture is stirred at 0 degrees C for 5 minutes, then warmed to 20-25 
degrees C for 15 hours. The reaction mixture is then quenched with aqueous citric 
acid (10%), and the mixture extracted three times with ethyl acetate. The combined 
25 organic extracts are washed with saturated sodium bicarbonate, saline, dried over 
sodium sulfate, filtered and concentrated under reduced pressure to give the the title 
compound in crude form. This material is purified by flash chromatography (2-10% 
methanol/methylene chloride gradient elution) to give purified title compound, MS 
(ES) MH* = 582.3. 

30 

EXAMPLES 7-9 

Following the general procedure of EXAMPLE 1 and making non critical 
variations but starting with the protecting group of Column A and using the acid of 
Column B, the protected compound (DI) of Column C is obtained: 
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EXAMPLE 


Column A 


Column B 


Column C 


7 


BOC 


Hydrochloric 


tert-butyl (lS>3K;libro-H3 > 5-difluorobenzyl)-2- 
oxopropylcarbamate 


8 


CBZ 


Hydrobromic 


benzyl (lS^-brcraio-l^S^difluorobenzyl^- 
oxopropylcarb amate 


9 


CBZ 


Hydrochloric 


benzyl (lS>3^oro-l-(3,5-difhiorobenzyl>2- 
oxopropylcarbamate 



5 EXAMPLES 10-12 

Following the general procedure of EXAMPLE 2 and making non critical 
variations but starting with the protected compound (HI) of Column A, the alcohol 
(TV) of Column B is obtained: 



EXAMPLE 


Column A 


Column B 


10 


7 


Tert-butyl (IS, 2S>3-chloro-l-(3 > 5-difluorobenzyl>-2- 
hydroxypropylcarbamate 


11 


8 


Benzyl (IS, 2S)-3-bTonK>l-(3,5*^liiluorobenzyl)-2- 
hydroxypropylcarbamate 


.12^« 


9. 


Benzyl (IS, 2S>-3K;hlord-l-(3,5-di£Iuorobenzyl>2- 
hydroxypropylcarbamate 



10 EXAMPLE 13 Benzyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcarbamate (V) 
Following the general procedure of EXAMPLE 3 and making non critical 
variations but starting with the alcohol (TV) of EXAMPLE 12, the title compound is 
obtained 

15 

EXAMPLES 14-107 

Following the general procedure of EXAMPLE 4 and making non-critical 
variations but reacting tert-butyl (lS^S)-l-(2-oxiranyI)-2-phenylethylcarbamate (V, 
commercially available) with the C-terminal amine (VI) of Column A, the protected 
20 alcohol (VII) of Column B is obtained 
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EXA 


Column A 

d-terminal amine fVTi 


ColumnB 

Protected alcohol (VTD 


14 


H2N-CH 2 CH3 


tert-butyl (lS^R)-l-benzyl-3" 

(etxiylamxxxo)-2- 

hvdroxvonjDvlcarbaniate 


15 


H 2 N-CH 2 -phenyl 


tert-butyl (lS,2R)-l-beixzyl-3- 
(benzylaniino)-2- 

Vi vrfrn wiYrnr* v1 r*at1ri am at ft 


16 


H 2 N-CH(CH 3 ) 2 


tert-butyl (lS,2R)-l-benzyl-3- 

(isopropylamino)-2- 

hyckoxypropylcaibamate 


17 

X / 


X X21^l wXX2^'XXvXXjr 1"*"T V-XXj 


tert-butvl rtS 2RVl-benzvl-2- 

twit L/vlLj 1 y 1 LJ jX<i.v y 1 U\sUjuj L X- 

hydroxy-3-[(4- 

methylbeiizyl)aixxino]pK)pylca 
rbamate 


1ft 


1 1-21 N ""^VvXJL2 J2, LJXLClXjr l^^^wV-^X-lj 


ItsXl-UIXLjrX ^lUj^XVJ "1 VS\JflAZjj 1 

hydroxy-3-{[2-(4- 

methoxyphmyl)etxxyl]ainino} 

propylcarbamate 


10 


X121N **^ri2 pxxciiy i -j vj^/xj.3 


fprt-hntvl (\ ^ 9T2Y-1 -hpnrvl-9- 

ICX l-UULj 1 ^ 1 lJjZoVJ 1 **UCXL6jf 

hydroxy-3-[(3- 

methoxybenzyl)amino]propyl 
carbamate 


20 


H 2 N-CH(-phenyl)-CO- 


e%l({(2R,3S>3-[(tert- 
bntny vcarbon vl i ami n nl-2- 

Lf KAIAJA.J vol U\JLLj X J till III IUJ a# 

hydroxy-4- 

phenylbutyl} amino)(phenyl)a 
cetate 


21 




tert-hntvl HS 2RV1-hen7v1-2- 
hydroxy-3-r(2- 

phenylethyl)aixiino]pK>pyl<^ib 
amate 


22 


H 2 N-CH(-CH20H)- 


tert-butyl (lS^R>l-benzyl-2- 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 




CH(OH)-phenyl-4-N02 


hydroxy-3- {[(1 S)-2-hydroxy- 
1 -(liy(iroxynietiiyl)-2-(4- 
mtrophenyl)ethyl]aniino}prop 
ylcarbamate 


23 


H 2 N-CHrpheayl-2-Cl 


tert-butyl (lS,2R>l-benzyl-3- 

[(2^Uorobenzyl)amino]-2- 

hydroxypropylcarbamate 


24 


H2N-CH 2 -pliaiyl-4-Cl 


tert-butyl (13>2R)-l-beiizyl-3- 

[(4-chlorobenzyl)amino]-2- 

hydroxypropylcarbamate 


25 


HaN-CCHz^-CKCHzVOH 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[2-(2- 
hydroxyethoxy)eihyl]amino}p 
ropylcarbamate 


26 


H 2 N-l-indanyl 

: - 


tert-butyl (lS,2R>l«-benzyl-3- 
(2,3-dihydro-lH-inden-l- 
jylamino)^- 
hydroxypropylcarbamate 


27 


H2N-CH 2 -CH(OH)-CH 3 


tert-butyl (lS;2R)-l-benzyl-2- 
hydroxy-3-[(2- 

hydroxypropyl)amino]propylc 
arbamate 


28 


H 2 N-CH 2 --tetrahydrofuranyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(tetrahydro-2- 
ftn^ylmethyl)amino]propylc 
arbamate 


29 


H2N-CH2-CH(-OCH 2 CH3) 


tert-butyl (lS,2R)-l-benzyl-3- 
[(2£-die&oxyethyl)amino]-2- 
hydroxypropylcarbamate 


30 


H2N<CH2)4-CH3 


tert-butyl (lS,2R)-l-benzyi-2- 
hydroxy-3-(pentylamiiio) 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VH) 






propylcarbamate 


31 


H2N-cyclohexyl 


tert-butyl (lS,2R)-l-benzyl-3- 

(cyclohexylamino)-2- 

hydroxypropylcarbamate 


32 


H 2 N-CH2-pyridin-2-yl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(2- 

pyridinylmethyl)amino]propyl 
carbamate 


33 


H 2 N-CH 2 -phenyl-2-lSIH2 


tert-butyl (lS,2R)-3-[(2- 
aminobenzyl)amino]-l - 
benzyl-2- 

hydroxypropylcaibamate 


34 


H 2 N-CH 2 -pyridin-3-yl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 

pyridinyhnethyl)amino]propyl 

* j~ * - ■ * ■ 

carbamate 


35 


H 2 N^OTa>2-pyrrolidin-l-yl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[2-(l- 
pyrrolidinyl)ethyl]amino}prop 
ylcarbamate 


36 


H 2 N-CH 2 -CH(OH)-plienyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(2-hydroxy-2- 
phmylethyl)amino]propylcarb 
amate 


37 


H 2 N-(CH2)3-CKCH 2 )3-CH3 


tert-butyl (lS>2R)-l-benzyl-3- 

[(3-butoxypropyl)amino]-2- 

hydroxypropylcarbamate 


38 


HiN^CH^-OOiCCHa^ 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 

isopropoxypropyl)amino]prop 
ylcarbamate 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VD) 


39 


H 2 N-(CH 2 )2-CH(CH3)2 


tert-butyl (lS,2R)-l-benzyl-2- 

hydroxy-3-(isopentylamino) 

propylcarbamate 


40 


H 2 N-(CH 2 ) 3 -phenyi 


tert-butyl (lS^R)-l-benzyl-2- 
hydroxy-3-[(3- 

phenyhvopyl)amino]propylca 
rbamate 


41 


H^CH^-OCHs 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(2- 

memoxyemyl)amino]propylca 
rbamate 


42 


H 2 N-(CH 2 )2-0-phenyl 


tert-butyl (lS,2R)-l-ben2yl-2- 
hydroxy-3-[(2- 

phenoxyemyl)amino]propylca 
rbamate 


43 


HzN-CCH^-O^CH^CHa 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(2- 

propoxyemyl)amino]propylca 
rbamate 


44 


H 2 N-(CH 2 ) 2 -C(CH 3 )3 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3,3-dunemymutyl)arnino]-2- 
hydroxypropylcarbamate 


45 


H 2 N-(CH 2 ) 4 -pheayl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(4- 

phenylbutyl)amino]propylcarb 
amate 


46 


H 2 N-CH 2 -phenyl-3-I 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 
iodobenzyl)amino]propylcarb 
amate 


47 


H 2 N-CH 2 -phenyl-4-N02 


tert-butyl (lS,2R)-l-benzyl-2- 
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EXA 


Column A 

C-tenninal amine (VI) 


Column B 

Protected alcohol (VII) 






hydroxy-3-[(4- 

nitroben2yi)amino]propylcarb 
amate 


48 


H 2 N-CT 2 -phenyl-3-Cl 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3-chlorobenzyl)amino]-2- 
hydroxypropylcarb amate 


49 


H 2 N<CH 2 )2-plieayl-4-Cl 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(4- 

chlorophenyl)ethyl]amino}-2- 
hydroxypropylcarbamate 


50 


H 2 N<CH 2 )2-pyridin-2«yl 


tert-butyl (lS,2R)-l-benzyl- 
2-hydroxy-3-{[2~(2- 
pyridinyl)ethyl]amino}propyl 
carbamate 


51 


H 2 N-CH 2 -pyridin-4 7 yl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(4- 

pyridmylmethyl)amino]propyl 
carbamate 


52 


methylpyrrolidin-2-yl) 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3- {[2-(l-methyl-2- 
pyrrohdinyl)efhyl]amino}prop 
ylcarbamate 


53 


H 2 N-CH r phenyl-2,3- 
dimethyl 


tert-butyl (lS,2R)-l-benzyl-3- 
[(2,3-dimethylbenzyl)amino]- 
2-hydroxypropylcarbamate 


54 


H 2 N-CH r phenyl-2-OCF 3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[2- 
(trifluoromethoxy)benzyl]ami 
no}propylcarbamate 


55 : 


H^-CHrphenyW-Cl-^O- 
phenyl 


tert-butyl (lS s 2R>l-benzyl-3- 
[(2-chloro-6- 
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EXA 


Column A 

C-texminal amine (VI) 


Column B 

Protected alcohol (VII) 






phenoxybenzyl)amino]-2- 
hydroxypropylcaibamate 


56 


H2N-CH2-pheayl-4-CF 3 


tert-butyl (lS^R)-l-benzyl-2- 
hydroxy-3-{[4- 
(tri£luoromethyl)benzyl]amino 
} propylcarb amate 


57 


H2N-CH2-phenyl-2,3- 
dichloio 


tert-butyl (lS^R)-l-benzyl-3- 

[(2,3-dichlorobCTzyl)amino]- 

2-hydroxypropylcarbamate 


58 


H2N-CH 2 ~phenyl^3,5- 
dichloro 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3 ,5-dichlorobenzyl)amino]- 
2-hydroxypropylcaib amate 


59 


H 2 N-CH 2 -phenyl-3,5- 
difluoro 


tert-butyl (lS,2R)-l-benzyl-3- 

[(3,5-difluorobenzyl)amino]~ 

2-hydroxypropylcarbamate 


60 


H 2 N-CH 2 -phenyl-4-OOF 3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[4~ 
(trLQuoromethoxy)benzyl]aini 
no}propylcari>amate 


61 


HzN-CCHz^henyl-^C^- 
NH 2 


tert-butyl (lS,2R)-3-{[4- 
(aminosulfonyl)benzyl]amino 
}-l-benzyl-2- 
hydroxypropylcaxbamate 


62 


H2N-CHrplienyl-4-OCH3 


tert-butyl (lS^R)-l-benzyl-2- 
hydroxy-3-[(4- 

methoxybenzyl)amino]propyl 
carbamate 


63 


H 2 N-CH 2 -plienyl-4-CH3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(4- 

methylbenzyl)amino]propylca 
rbamate 
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EXA 


Column A 

^terminal amine (VI) 


Column B 

Protected alcohol (VII) 


64 


H 2 N-CH 2 -Ph-(3,4,5- 
trimelhoxy) 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(3,4,5- 
trimethoxybenzyl)am inojprop 
ylcarbamate 


65 


H2N-CH 2 -phenyl-3-OCF 3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[3- 
(trifluoromethoxy)benzyl]ami 
no}propylcarbamate 


66 


H 2 N-CH 2 -phenyl-3,5- 
dimethoxy 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3,5- 

dimethoxybenzyl)amino]-2- 
nydroxypropylcarbamate 


67 


H^-CHr-phenyl-2,4- 
dimethoxy 

■ . ■ ..-> • 


tert-butyl (lS,2R)-l-benzyl-3- 
[(2,4- 

dimethoxybenzyl)amino]-2- 
hydroxypropylcarbamate 


68 :. 


H 2 N-CHrplienyl-phenyl 


tert-butyl (lS,2R)-l-benzyl-3- 
[([l,l'-biphenyl]-3- 
yknethyl)aminoJ-2- 
hydroxypropylcarbamate 


69 


H^-CHrphenyl-3,4- 
dichloro 


tert-butyl (lS,2R)-l-benzyl-3- 

[(3,4-dicUorobenzyl)amino]- 

2-hydroxypropylcarbamate 


70 


H 2 N-CH 2 -phenyl-4-F 


tert-butyl (lS,2R)-l-benzyl-3- 

[(4-fluorobenzyl)amino]-2- 

hydroxypropylcarbamate 


71 


H^-CHrphenyW-CFs 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[3- 
(trifluoromemyl)benzyl]amino 
}propylcarbamate 


72 


H^-CKb-phenyW-CHs 


tert r butyl (lS,2R)-l-benzyl-2- 
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EXA 


Column A 

C-tenninal amine (VI) 


Column B 

Protected alcohol (VH) 






hydroxy-3-[(2- 

methylbenzyl)amino]propylca 
rbamate 


73 


H 2 N-CH((R)-CH 3 >-phenyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[(lR)-l- 
phenylethyl] amino} propylcar 
bamate 


74 


H 2 N-CH((S)-CH 3 >phenyl 


tert-butyl (lS^R)-l-benzyl-2- 
hydroxy-3-{[(lS)-l- 
phenylethyl]amino}propylcar 
bamate 


75 


H 2 N-CH 2 -phenyl-3,5- 
(bis)trifluoromethyl 


tert-butyl (lS,2R)^l-benzyl-3- 
{[3,5-bis(trifluorometliyl) 
benzyl] amino} -2- 
hydroxypropylcarbamate 


76 


H 2 N-CH2-phenyl-2-CF 3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy r 3^{[2- 
(ti^u6romethyl)benzyi] 
amino}propyicarbamate 


77 


H 2 N-CH((S)-CH 3 Knaphth- 
1-yl) 


tert-butyl (lS,2R)-l-benzyl-2- 
hydn>xy-3-{[(lS)-l-(l- 
naphthyl)ethyl]amino}propyl 
carbamate 


78 


-NH 2 -CH((R)-CH 3 >(iiaphflx« 

i-yi) 


tert-butyl (IS^RM-benzyW- 
hydroxy-3-{[(lR>l-{l- 
naphthyl)ethyl]amino}propylc 
arbamate 


79 


H 2 N-CH r pheiiyW^OCH3-4- 
OH 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(4-hydroxy-3- 
methoxybenzyl)aminolpropyl 
carbamate 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 


80 


H2N-CH r phenyl-3,4- 
dihydroxy 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3,4- 

dmydroxybenzyl)amino]-2- 
hydroxypropylcarbamate 


81 


H 2 N-(CH2)3-OCH3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 
methoxypropyl)amino]propyl 
carbamate 


82 


H 2 N-CH((S)-CH3)-CH2-OH 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[(lS)-2-hydroxy- 
l-memylemyl]amiao}propyl 
carbamate 


83 


H 2 N-CH((R)-CH 3 )-CH2-OH 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3- {[(lR)-2-hydroxy- 
l-memylemyl]amino}propyl ~ 
carbamate 


84 


H 2 N-CHrOCH 


tert-butyl (lS^)-l-be^l^2-; 
hydroxy-3-(2-propynylamino) 
propylcaibamate 


85 


H 2 N-(CH 2 ) 2 -phenyl-2-F 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2<2-fluorophenyI)ethyl] 
amino} -2- 

hydroxypropylcarbamate 


86 


H2N-(CH2)rplienyl-3-F 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(3-fIuorophenyl)etliyl] 
amino } -2-hydroxypropyl 
carbamate 


87 


H 2 N-(CH 2 )2-phenyl-4-F 


tert-butyl (lS,2R>l-benzyl-3- 
{[2-(4-fluorophenyl)ethyl] 
amino}-2-hydroxypropyl 
carbamate 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 


88 


H 2 N-(CH2)2-phenyl-4-Br 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(4-bromophenyl)ethyl] 
amino} -2-hydroxypropyl 
carbamate 


89 ; 


H 2 N-(CH2)2-phenyl-3-OCH3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[2-(3- 
memoxyphenyl)eftyl]amino} 
propylcarbamate 


90 


H 2 N-(CH2)2-phenyl-2,4- 
dichloro 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(2,4- 

mcblorophenyl)emyl]amino} - 
2-hydroxypropylcarbamate 


91 


H 2 N-(CH2)2-plienyl-3-Cl 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(3- 

chlorophenyl)ethyl] amino} -2- 
hydroxypropylcarbamate 


92 


H 2 N^CH2)2-plienyl-2,5- 
dimethoxy 


tert-butyl (lS,2R)-l-benzyl-3- 
{[2-(2,5-dimetlioxyphenyl) 
emyl]amino}-2- 
hydroxypropylcarbamate 


93 


H 2 N-(CH 2 )2-phenyl-4-CH3 


tert-butyl (lS^R)-l-ben2yl-2- 
hydroxy-3-{[2-(4- 
memylphenyl)emyl]amino} pr 
opylcarbamate 


94 


H2N-CH(-(R)CH2-OH)-CH2- 
phenyl 


tert-butyl (lS,2R)-l-benzyl-3- 
{[(lR)-l-benzyl-2- 
hydroxyemyl]amino } -2- 
hydroxypropylcarbamate 


95 


H 2 N-(CH2)3-(l-moipholinyl) 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[3-(4- . 
morpholmyl)propyl]ammo}pr 



WO 02/02512 



139 



PCT/US01/21012 



EXA 


Column A 

C-tenninal amine (VI) 


Column B 

Protected alcohol (VII) 






opylcarbamate 


96 


H2N-CH2-C(CH 3 )z 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3^-<nmemymutyl)amino]-2- 
hydroxypropylcarbamate 


97 


H2N-(CH 2 Ml-morpholinyl) 


tert-butyl (lS,2R>l-benzyl-2- 
hydroxy-3-{[2-(4- 
moipholmyl)ethyl]amino}pro 
pylcarbamate 


98 


HzN-CH(OH)-CH2-CH3 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(l- 

hydroxypropyl)amino]propylc 
arbamate 


99 


H2N-(CT 2 Mtoien-2-yl) 


tert-butyl (lS,2R>l-benzyl-2- 
hydroxy-3-[(2- 

tMenylmethyl)amino]propylca 
rbamate 


100" 


H2N-(CH 2 )4-OH 


tert-butyl (lS,2R>l-benzy]-2- 
hydroxy-3-[(4- 

hydroxybutyl)amino]propylca 
rbamate 


101 


H2N-CH(-(S)CH2-OH)- 
phenyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[(lS)-2-hydroxy- 
l-phenylemyl]amino} 
propylcarbamate 


102 


H2N-CHrphenyl-2,4- 
dichloro 


tert-butyl (lS,2R)-l-benzyl-3- 

[(2,4-<h\Morobenzyl)amino]- 

2-hydroxypropylcarbamate 


103 


H2N-CH(-(R)CH2-OH)- 
phenyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3- {[(lR>2-hydroxy- 
l-phenylemyl]amino} 
propylcarbamate 



WO 02/02512 PCT/USO 1/21012 

140 



EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 


104 


H 2 N-CH2-phenyl^-C(CH 3 )3 


tert-butyl (lS^R)-l-benzyl-3- 
[(4-tert-butyIbenzyl)ainino]-2- 
hydroxypropylcarbamate 


105 


H 2 N-CH(CH 3 )-phenyl 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-[(l- 

phenylethyl)amino]propylcarb 
amate 


106 


H 2 N-(lR^S)-2- 
hydroxyinden- 1 -y 1 


tert-butyl (lS,2R)-l-benzyl-2- 
hydroxy-3-{[(lR£S)-2- 
hydroxy-2,3-dihydro-lH- 
inden-1- 

yl]amino}propylcarbamate 


107 


H2N-CH r plienyl-3,4- 
dimethyl 


tert-butyl (lS,2R)-l-benzyl-3- 
[(3,4-dimethyIbenzyl)amino]- 
2-hydroxypropylcarbamate 



EXAMPLES 108-164 

Following the general procedure of EXAMPLE 4 and malang non-critical 
variations but reacting teat-butyl (lS>2-(3,5-difluorophenyl>l-[(2S)- 
5 oxiranyljethylcarbamate (V, EXAMPLE 3) with the C-terminal amine (VI) of 
Column A, the protected alcohol (VII) of Column B is obtained 



EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 


108 


H 2 N-(CH 2 )6-CO-0-CH 3 


methyl 7-{[(2R,3S)-3-[(tert- 

butoxycari>onyl)amino]-4- 

(3,5-difluorophenyl)-2- 

hydroxybutyl]amino}heptano 

ate 


109 


H2N-CH(-CH 3 )-CO-NH- 
CH2-CH(CH 3 ) 2 r/s 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
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EXA 


Column A 

C-terminal amine (VI) 


Column B \ 
Protected alcohol (VII) 






{[2-(isobutylamino)-l- 
methyl-2- 

oxoethyl]amino}propylcarba 
mate 


110 


H 2 N-CH((S)-CH 3 >CO-NH- 
CH2-CH(CH 3 )2 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
{[(lS)-2-(isobutylamino)-l- 
methyl-2- 

oxoethyl]amino}propylcarba 
mate 


111 


H 2 N-C(-CH 3 )2-CO-NH- 
CH 2 -CH(CH 3 )2 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
{[2-(isobutylamino)- 1,1- 
dimethyl-2- 

oxoethyl]amino}propylcarba 
mate 


112 


H2N-CH2-CO-NH-CH2- -J~ 
CH(CH 3 )2 


n&*utyl : (lS 9 2Ryi-(3,5- 
difluorobenzyI)-2-hydroxy-3- 
{[2-(isobutylamiiio)-2- 
oxoethyl]amino}propylcarba 
mate 


113 


H 2 N-CH((S)-CH 2 CH3)-CO- 
NH-CH 2 -CH(CH 3 ) 2 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

({(1S)-1- 

[(isobutyIamino)carbonyl]pro 
pyl} amino)propylcaibamate 


114 


H 2 N-CB((R>CH 2 CH3)-CO- 
NH-CH 2 -CH(CH 3 ) 2 


tert-butyl (lS,2R.)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

({(1R)-1- 

[(isobutylamino)carbonyl]pro 
pyl} amino)propylcarbamate 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 


115 


H2N-CH 2 -phenyl 


tert-buryl(lS,2R)-3- 
(benzylamino)-l-(3,5- 
difluorobenzyl)-2- 
hydroxypropylcarbamate 


116 


HjN-CHrCHs 


tert-butyl (lS^H-aS- 
difluorobenzyl)^- 
(ethylamino)-2- 
ydroxypropylcarbamate 


117 


H 2 N-CH2-CH(CH 3 )2 


tert-butyl (lS,2R)-l-{3,5- 
difluorobenzyl)-2-hydroxy-3- 
(isobutylamino)propylcarbam 
ate 


118 


H 2 N-CH2-CH(CH3)-CONH- 
CH 2 -CH(CH 3 )2 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
{[3-(isobutylamino)-2- 
methyl-3- 

oxopropyl]aniino}propylcarba 
mate : \\ ' 


119 


H2N-CH 2 -phenyl-4- 
N(CH 3 )2 


tert-butyl (lS^-l-aS- 
difluorobenzyO-S^I/l- 
(dimemylanmio)benzyl]amino 
} -2-hydroxypropylcarbamate 


120 


HzN-CHCCSKHr-pheayl)- 
CO-NH-CH r CH(CH 3 ) 2 


tert-butyl (lS,2R)-3-{[(lS)-l- 

(3,5-difluorobenzyl)-2- 

(isobutylamino)-2- 

oxoemyl]amino}-l-(3,5- 

difluorobenzyl)-2- 

hydroxypropylcarbamate 


121 


H 2 N-CH((S)-CH(CH 3 )2)- 
CO-NH-CH 2 -CH(CH 3 )2 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

({(1S)-1- 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VH) 






[(isobutylamino)caibonyl]-3- 
methylbutyl} amino)propylcar 
bamate 


122 


H2N-CH2-CH2-N(CH 3 )2 


tert-butyl (lS^R>l-(3,5- 
difluoroben2yl)-3«{[2- 
(dimethylamino)etbyl]amino} 
-2-hydroxypropylcaibamate 


123 


H 2 N-CH 2 -(pyridin-3-yl) 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

[(3- 

pyridinylmethyl)amiao]propyl 
carbamate 


124 


H 2 N-CH((S)-CH2-0-CH 2 - 

phenyl)-CO-NH-CH 2 - 

CH.(CR 3 )2 


tert-butyl (lS,2R)-3-{[(lS)-l- 
[(benzyloxy)methyl]-2- 
(isobutylamino)-2- 
oxoethyl]amino} - 1 -(3,5- 
difluorobenzyl)r2- - . 
hydroxypropylcaibamate 


125 


H 2 N-C(-CH3)2-phenyl 


tert-butyl (lS,2R)-l-(3,5- 
difluorob enzy 1) -2-hy droxy-3 - 
[(1-methyl-l- 

phenyletliyl)aiiiino]propylcarb 
amate 


126 


H 2 N-CH((R>CH(CH3)2)- 
CONH-CH2-GH(CH 3 )2 


tert-butyl (lS,2R)-l-(3,5- 
dif!uorobenzyl)-2-hydroxy-3 - 
({(1RV1- 

[(isobutylamino)caibonyl]-3- 
methylbutyl} amino)propylcar 
bamate 


127 


H 2 N-CH((S)-CH 2 -CH2- 
CH 3 )-CO-NH-CH 2 - 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 




CH(CH 3 )2 


({(1S)-1- 

[(isobutylamino)carbonyl]but 
yl} amino)propylcarbamate 


128 


H 2 N-CH((S)-CH2-OH)-CO- 
NH-CH 2 -CH(CH 3 ) 2 


tert-butyl(lS^R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

{[(lS)-l-(hydroxymethyl)-2- 

(isobutylamino)-2- 

oxoethyl]amino}propylcaiba 

mate 


129 


H 2 N-CH2-CH 2 -phenyl 


tert-butyl(lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

[(2- 

phenylethyl)ainino]propylcarb 
amate 


130 


H2N-CH((S)-CH 3 VCO-NH- 
CEfe-phenyl 


tert-butyl(lS^R>3-{[2- 
(benzylanuno)-! -methyl-2- 
oxoefhyl]amino}-l -{3,5- 
difluorobenzyl)-2- 
hydroxypropylcarbamate 


131 


H2N-CH((S)-CH 2 -CH3)- 
phenyl 


tert-butyl (1S^R)-1<3,5- 
difluoroben2yl)-3- {[(1S)~2- 
(benzylamino)-l -methyl-2- 
oxoethyl]amino} -2- 
hydroxypropylcarbamate 


132 


H 2 N-CH 2 -phenyl-3-OCH 3 


tert-bulyl(lS,2R)-H3,5- 
difluoroben2yl>2-hydroxy-3- 

[(3- 

methoxybenzyl)ainino]propyl 
carbamate 


133 


H 2 N-CH((S)-phenyl)CO- 
NHCH 2 CH(CH3)2 


tert4)utyl(lS,2R>H3,5- 
difluoroben2yl)-2-hydroxy-3- 
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EXA 


Column A 

C-terminal amine (VI) 


ColimmB 

Protected alcohol (VH) 






{[(1 S>2-(isobutyIamino)-2- 
oxo-1- 

phenylethyl]amino}propylcar 
bamate 


134 


H 2 N-CH 2 -CH 2 -CH(CH3)2 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydioxy-3- 
(isopentylamino)propyicaiba 
mate 


135 


H 2 N-cyclohexyl 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-3- 
(cyclohexylamino)-2- 
hydroxypropylcarbamate 


136 


H2N-(CH 2 )3-CH 3 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-3- 
(butylamino)-2- 
hydroxypropylcaibamate 


137' 


H 2 N-(CH 2 )3-0-CH3 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hy<iroxy-3- 

[(3- 

methoxypropyl)amino]propyl 
carbamate 


138 


H2N-CH 2 -CH(OH)-plienyl 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

[(2-hydroxy-2- 

phenylethyl)anrino]piopylcarb 
amate 


139 


H 2 N-cyclohexyl-3,5- 
dimethoxy 


tert-butyl (lS,2R>l-(3,5- 

difluorobenzyI)-3.{[(3R,5S)- 

3,5- 

dimethoxycyclohexyl]amino} 
-2-hydroxypropylcarbamate 
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EXA 


Column A 

C-terrmnal amine (VI) 


Column B 

Protected alcohol (VII) 


140 


H 2 N-cyclohexyl-3,5-di-(- 
CO-OCH3) 


dimethyl (lR,3S)-5- 
({(2R,3S)-3-[(tert- 
hutoxycart)onyl)amino]-2- 
hydroxy-4- 

phenylbutyl} amino)-l ,3- 
cyclohexanedicarboxylate . 


141 


H 2 N-cyclohexyl-3,5-di-(- 
COOH) 


(lR,3S)-5-({(2R,3S)-3-[(tert- 

butoxycari>onyl)amino]-2- 

hydroxy-4- 

phenylbutyljamino)-!^- 
cyclohexanedicarboxylic acid 


142 


H 2 N-CH((R)-CH2-CH 3 )- 
phenyl 


tert-butyl (lS^RH-aS- 
difluorobenzyi^-hydroxy-S- 
{[(1R>1- 

phenylpropyl]amino)propylca 
rbamate 


143 


H2N-OT 2 -phenyl-3.-.Cl 


tert-butyl (1 S,2R)- 1-(3,5- 
difluorobenzyl)-3-[(3- 
cMorobenzyl)amino]-2- 
hydroxypropylcarbamate 


144 


H 2 N-CT 2 -phenyl-3-OCH 3 


tert-butyl (lS,2R)-l-(3,5- 

difluorobenzyl)-2-hydroxy-3- 

[(3- 

memoxybenzyl)amino]propyl 
carbamate 


145 


H 2 N-CH 2 -phenyl-phenyl 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyO-S-KtU'- 
biphenyl]-3-ylmethyl)amino]- 
2-hydroxypropylcarbamate 


146 


H2N-CH 2 -phenyl-3-I 


tert-butyl (lS,2R)-l-{3,5- 
difluorobenzyl)-2-hydroxy-3- 
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EXA 


Column A 

C-terminal amine fVH 


Column B 

Protected alcohol (VJD 






[(3- 

iodobenzyl)amino]propylcarb 
amate 


147 


H 2 N-CH r plienyl-3-CH3 


tert-butyl (lS,2R)-l-(3,5- 

Hi flu ATTiHf*'n'7v1^— -VivHtyyvv—^- 

U1JULUU1 UUC/JJZiJf 1 ^ ^» 11 jr VXL XJJLJ J 

[(3- 

methyfl>enzyl)amino]propylca 
rbamate 


148 


H 2 N-CH2-CH(-CH 3 )-phenyl 


tert-butyl (1S,2R>H3,5- 

Hi fin rwrih pn tvI ^-9 hv/liYW v-.'-l - 

[(2- 

phenylpropyl)amino]propylca 
rbamate 


149 


H 2 N-CH r (thiazol-5-yl) 


tert-butyl (lS,2R>l-(3,5- 

[(l,3-thiazol-5- 
' "ylmethyl)ainino]propylcarba 
mate 


150 


H 2 N-CHHthien-2-yl) 


tert-butyl (lS,2R)-l-(3,5- 

H i fl 1 1 rvrWh pn t\A ^-9 -Ti vH tv* w- ^ - 

LLIXIU-V/JL KjU&lX^y 1 1 ^ W j\lL\Jjn*y — 

[(2- 

thienylmethyl)amino]propylca 
rbamate 


151 


H 2 N-4-memoxytetralin-l-yl 


tert-butyl (lS,2R>l-(3,5- 
(iifluorobenzyl)-2-hydroxy-3- 
FfS-methfwcv-l 2 3 4- 
tetrahydro-1- 

naphthalenyl)amino]propylcar 
bamate 


152 


H 2 N-CHrpyrazin-2-yl 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
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EXA 


Column A 

C-terminal amine (VI) 


Column B 

Protected alcohol (VII) 






C(2- 

pyrazinylme&yl)ainino]piopy 
lcarbamate 


153 


H 2 N-CH 2 -pheiiyl-3 > 5- 
difluoro 


tert-butyl (lS^RH-aS- 
difluorobenzyl)^-^^- 
diiluorobenzyl)amino]-2- 
hydroxypropylcarbarnate 


154 


H 2 N-CH 2 -phenyl-3,4- 
methylenedioxy 


tert-butyl (lS^VS-KU- 
benzodioxol-S- 
ylmethyl)amino]- 1 -(3,5- 
difiuorobenzyl)-2- 
hydroxypropylcarbamate 


155 


H 2 N-CH 2 -phenyl-3,5- 
dimethoxy 


tert-butyl (lS^R)-l-(3,5- 
difluorobenzyI)-3-[(3,5- 
dimetiioxyben2yl)amino]-2- 
hydroxypropylcarbamate 


156 


H 2 N-CH 2 -pheriyl-3-CF 3 


tert-butyl (1S,2R)-If(3,5- 
difluorobenzyl) 2-hydroxy-3- 

{[3- 

(trifluoromethyl)benzyl]ainin 
o}propylcaibamate 


157 


H 2 N-CH 2 -(furan-2-yl) 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-3-[(2- 
furylmethyl)amino]-2- 
hydroxypropylcaibamate 


158 


H 2 N-(7-methoxytetralin- 1- 

yi) 


tert-butyl (lS,2R)-l-(3,5- 
difluorobenzyl)-2-hydroxy-3- 
[(7-methoxy-l^,3,4- 
tetrahydro-1- 

naphthalenyl)amino]propylcar 
bamate 
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EXA. 


Column A 

C -terminal amine (VI) 


Column B 

Protected alcohol (VII) 


159 


H 2 N-CH 2 -phenyl-3-0-CF3 


tert-butyl(lS^R>l-(3,5- 
uixiuoro oenzy l ^-x-ny uioxy- j- 
{[3- 

(trifluoromethoxy)beazyl]ami 
no}propylcaibamate 




J12 ™ ■ v/ii2"P**cny * J " 


icn-Dutyi 

difluorobenzyl)-3-[(3- 
fluorobenzyl)amino]-2- 
hydroxypropy Icaib amate 


161 


HzN-CH2i)henyl-3-0- 


tert-butyl(lS,2R>l-(3,5- 
ui uuoro Dciizy i ^-^-nyuro xyo- 
[(3- 

isopropoxyben2yl)airiino]prop 
ylcarbamate 


1 AO 




ieix-D uiyi ^ i o^iv/- 1 -^j, 
difluorobenzyl)-3-[(3- 
bromobenzyl)amino]-2- 
hydroxypropylcarbamate 


163 


H 2 N-aH 2 -(5-methylfuran-2- 


tert-butyl(lS,2R)-l-(3> 
auiuorou enzy i ) -z-ny uroxy- j - 
{[(5-mefhyl-2- 

fuiyl)methyl]amino}propylcar 
bamate 


164 


H 2 N^5-memoxytetralin- 1 - 
yl) 


tert-butyl(lS£R)-l-(3,5- 
difluorobenzyl)-2-hydioxy-3- 
rf5-methoxv-l 2 3 4- 
tetrahydro-1- 

iiaphthalenyl)ainino]propylcar 
bamate 
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EXAMPLE 165 tert-Butyl-(lS, 2R)-3-azido-l-{3,5-difluorobenzy]>2- 
hydroxypropylcaibamate (XII) 
Sodium azide (0.22 g, 4 mmole) and ammonium chloride (2 eq) are added to 
tert-butyl (lS)-2<3,5^uorophenyl)4-[(2S)<>xiranyl]ethylcaibamate (V, 
5 EXAMPLE 3, 0.6 g, 2 mmole). The reaction is heated to 75-80 degrees C and 
stilted for 16 hours. The reaction is monitored by TLC to insure completion. The 
solvent is removed under reduced pressure. The concentrate is partitioned between 
ethyl acetate and water, the phases are separated and the organic phase is washed 
with bicarbonate and saline, dried over anhydrous sodium sulfate and concentrated 
10 to give the title compound, TLC (ethyl acetate/hexane) R f = 0.45; MS (MH*) = 343. 



EXAMPLE 1 66 (2R, 3S)-3-amino-l-azido-4-(3,5-difluorophenyl)-2-butanol 
(XIV) 

tert-Butyl-(lS, 2R>3-azido-l-(3,5-di£luoiobenzyl)-2- 

15 hydroxypropylcarbamate (XII, EXAMPLE 165, 0.48 g, 1.41 mmole) is dissolved in 
dichloromethane (20 ml) to which trifluoroacetic acid (5 ml) is added. The reaction 
is stirred at 20-25 degrees C for 16 hours and the solvent is removed under reduced 
pressure with heat. Ethyl acetate is added twice and evaporated twice to give the 

; title compound as the trifluoroacetic acid salt which is used in the next reaction 

20 without further purification; MS (MH*) - 242. 

EXAMPLE 167 N ] -[(lS^R)-3-azido-l-(3,5-difluorobenzyl)-2- 

hydroxypropyl]5-methyl-N 3 ,N 3 ^propyhsophthalamide (XV) 
To (2R, 3S>3-amino-l-azido-4-(3,5-difhiorophenyl)-2-buta(X^ 

25 EXAMPLE 166, 0.34 g, 1.4 mmole) in dichloromethane (20 ml) is added NJSf- 
dipropylamidoisophthalic acid (DC, 0.53 g, 2 mmole), *-butyl alcohol (0.27 g, 2 
mmole) and triethylamine (0.84 ml, 6 mmole) and ethyl-l-(3- 
dimeAylaminopiopyl)(^odiiinide (0,58 g, 3 mmole). The mixture is stirred at 20- 
25 degrees C for 16 hours. The reaction is monitored by TLC 

30 (methanol/dicMoromethane, 20/80 + ethyl acetate/hexane, 50/50; R f = 0.76). When 
the reaction is complete as measured by TLC, the reaction mixture is partitioned 
between dichloromethane and water, washed with hydrochloric acid (0.5 N), 
bicarbonate, saline, dried over anhydrous sodium sulfate and the solvent is removed 
under reduced pressure with heat to produce a concentrate. The concentrate is 
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column chouromatographed on silica gel to give the title compound; MS (MH*) = 



488. 



5 



EXAMPLE 168 



N^KlS^R^-amino-HS^-difluorobenzyl)^ 
hydroxypropyl]-5-methyl«N 3 ^ 3 ^propylisophthalamide 
acetic acid salt (XVI) 



N4(13,2R)-3-azido-l-(3,5-difluorobe^ 
N 3 ,N 3 -dipropylisophthalamide (XV, EXAMPLE 167, 0.3 g, 0.62 romole) in ethyl 
acetate (20 ml) and acetic acid (5ml) is placed in a Parr pressure bottle. Palladium 
10 on carbon (10%, 5 g) is added and the mixture shaken under hydrogen at 50 psi for 2 
hours. The mixture is filtered through a diatomaceous earth and the filtrate is 
concentrated to give the title compound; MS (MH*) = 462. 

EXAMPLE 169 ^{(lS^-l^^-difluorobenzyl^S-^- 
15 furylmethyl)amino]-2-hydro^ (X) 
N 1 -[( 1 S,2R)-3-amino- 1 -(3,5^ 
N 3 ,N 3 -dipropyKsophthalamide acetic acid salt (XVT, EXAMPLE 168, 76 mg, 0. 146 
mmol) is dissolved in absolute ethanol (2 mL). 3-Furaldehyde (20 microL, 0.231 
mmol) and triethylamine (30 microL, 0.215 mmol) are added via syringe, with 
20 stirring at 20-25 degrees C. After 10 minutes, palladium on carbon 122 mg, 5 
weight %) is added and the mixture placed under a hydrogen atmosphere (50 psi) 
and shaken for 20 minutes. The resulting mixture is then filtered through 
diatomaceous earth, with ethanol washings. The filtrate is purified by flash 
chromatography (2-10% methanol/methylene chloride) to give purified title 
25 compound, MS (MH 4 ) = 542.2. 

EXAMPLE 169a tert-butyl (lS^>H3,5-difluotobenzyI)-3-{[(lS)-2" 
(ethylamino)-l-methyl-2-oxoethyl]amino}-2- 
hydroxypropylcaibamate (VII) 
30 Following the general procedure of EXAMPLES 4 and 14-164 and making 

non-critical variations and reacting tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyljethylcaibamate (V, EXAMPLE 3) with (2S>2-amino-N-ethylpropanamide 

(VI), the title compound is obtained 
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EXAMPLES 170-320 

Following the general procedure of EXAMPLE 5 and making non-critical 
variations but starting with the protected alcohol (VH) of Column A, the amine 
(VHI) of Column B is obtained. 



EXA 


Column A 

Protected 

Alcohol 

(vn) 

Compound 
of 

EXAMPLE 


Column B 

A jrmr.ii-.j-i, f\ / 1 111 

Amine (vliij 


170 


14 


(2R,3S)-3-amino-Hethylamino)-4-phenyl-2- 
butanol 


171 


15 


(2R,3S)-3-amino-l-(benzylamino)-4-ph«iyl-2- 
butanol 


172 


16 


(2R, 3 S)-3 -amino- 1 -(isopropyl amino)-4-phenyl- 
2-butanol 


173 


17 


(2R,3S>3-ainino- l-[(4-methylbenzyl)amino]-4- 
phenyl-2-butanol 


174 


18 


(2R,3S)-3-amino-l-{[2-(4- 
m^oxyphmyl)etbyl]amino}-4-phenyl-2- - 
butanoi 


175 


19 


(2R,3S)-3-amino-l-[(3-methoxyben^l)ainino]- 
4-phenyl-2-butanol 


176 


20 


ethyl {[(2R 1 3S)-3-amino-2-hydroxy-4- 
phenyIbutyl]amino} (phenyl)acetate 


177 


21 


(2R,3S>3-amino-4-phenyl-l-[(2- 
phenylethyl)amino]-2-butanol 


178 


22 


(2S)-2-{[(2R,3S)-3-amiiiCH2-hydroxy-4- 

phenylbutyl]amino}-l-(4-nitorphenyl>l,3- 

propanediol 


179 


23 


(2R,3S>3-ammo-l-[(2^M 
phenyl-2-butanol 


180 


24 


(2R,3 S)-3-amino- 1 ~[(4-cUorobenzyl)amino] -4- 
phenyl-2-butanol 
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EXA 


Column A 
Protected 
Alcohol 
(VII) 

Compound 
of 

EXAMPLE 


Column B 
Amine (VIII) 


181 


25 


(2R,3S)-3-amino-l-{[2-(2- 

ny(koxye1noxy)etnyljamino}-4-phenyl-2-- 

butanol 


182 


26 


(2Rp S )-3 - amino- 1 -(2, 3 - dihydro- 1 H-inden- 1 - . 
ylamino)-4-phenyl-2-butanol 


183 


27 


(2R,3S>3-ammo-l-[(2-hydroxypropyl)aminoJ- 
4-phenyl-2-butanol 


184 


28 


(2R,3S>3-aimno-4-phenyl-l-[(tetrahydro-2- 
furanybnethyl)amino]-2-butanol 


1 oc 
185 


29 


(2R,3b)-3-amino- 1 -[(2^-dietnoxyethy ljaminoj- 
4-phenyl-2-butanol 


1 O £ 

186 


30 


(2R,3S>3-ammo- l-(butylanuno)-4-pnenyl-2- 
butanol 


187 


31 


(2R,3S)-3-aiomo-l -(cyclohexylamino)-4- 
phenyl-2-butanol 


1 DO 

188 


*>o 
32 


(2R,3S)-3-amino-4-pjienyJ-l -[(2- 
pyridinylmethyI)amiao]-2-butanol 


189 


33 


(2R,3S>3-aiiimo-l-[(2-anmiobenzyl)aminoJ-4- 
phenyl-2-butanol 


190 


34 


(2R,3S)-3-amino-4-phenyl-l-[(3- 
pyridinylmethyl)amino]»2-butanol 


1 CM 

191 


35 


(2K^b)-3-ainino-4-paenyl-l-{[2-(l- 
pyrroKdinyl)ethyl]amino} -2-butanol 


i no 

lyz 


36 


(2R,3 S)-3 -amino- 1 - [(2-nydroxy-2- 
pneayietnyi ^amino j -^-pxieny i-z - out ano i 


193 


37 


(2R,3S)-3-amino-l-[(3-butoxypropyl)amino]-4- 
phenyl-2-butanol 


194 


38 


(2JUS>3-amino-l-[(3- 
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isopropoxypropyl)amino]-4-pheayl-2-butanol 


195 


39 


(2R,3 S)-3-amino- 1 -(isopentylamino)-4-phenyl- 
2-butanol 


196 


40 


(2R3S)-3-amino-4-phenyl- 1 -[(3 - I 
phenylpropyl)amino]-2-butanol 


197 


41 


(2R,3S)-3-amino-l-[(2-methoxyethyl)aniino]- 
4-phenyl-2-butanol 


198 


42 


(2R,3S)-3-ainino-l-[(2-phenoxyethyl)amino]-4- 
phenyl-2-butanol 


199 


43 


(2R,3S)-3-acoiBO-4-phenyH-[(2- 
propoxyethyl)amino]-2-butanol 


200 


44 


(2R,3S)-3-amino-l-[(3 > 3- 
dime1hylbutyl)airiino]-4-phenyl-2-butanol 


201 


45 


(2R,3S)-3-anrin^ — : 
phenylbutyl)amino]-2-butanol 


202 


46 


(2R,3S)-3-aiidno4-[(3-iodobenzyl)ainino]-4- 
phenyl-2-butanol 


203 


47 


(2R,3S)-3-amino-l-[(4-mtrobeazyl)amino]-4- 
phenyl-2-butanol 


204 


48 


(2R,3S>3-amino-l-[(3^Uorobenzyl)amino]^- 
phenyl-2-butanol 


205 


49 


(2R,3S)-3-amin<>-l-{[2<4~ 
chlorophenyl)ethyl]amino} ~4-phenyl-2-butanol 


206 


50 


(2R,3S)-3-amino-4-ph«iyl-l-{[2-(2- 
pyridinyl)etbyl]amino} -2-butanol 


207 


51 


(2R 9 3S>3-amino-4-phenyl-l-[(4- 
pyidinylmethyl)aiiiino]-2-butanol 


208 


52 


(2R,3S)-3-amino-l-{[2-(l-methyl-2- 
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Amine (VIII) 






pynolidinyl)ethyl]amino} -4-phenyl-2-butanol 


209 


53 


(2R,3S)-3-amino-l-[(2,3- 
dime1hyIbenzyl)amino]-4-plienyl-2-butanol 


210 


54 


(2R,3S)-3-amino-4-phenyM - {[2- 
(trifluoromethoxy)benzyl] amino} -2-butanol 


211 


55 


(2R,3S)-3-ammo-l-[(2-chloro-6- 
phenoxybeaozyl)amino]-4-phenyl-2-butanol 


212 


56 


(2R,3S)-3-ammo-4-phenyJ- 1- {[4- 
(trifluorometbyl)benzyl]amino } -2-butanol 


213 


57 


(2R,3S)-3-anuno-l-[(2,3- 
dichlorobenzyl)ainino]-4-phenyl-2-butanol 


214 


58 


(2R 5 3S)-3-ammo-l-[(3,5- 
dichlorobenzyl)amino]-4-phenyl-2-butanol 


215 


59 


(2R,3S)-3-ammo-l-[(3,5- 
difluorobenzyl)amino]-4-phenyI-2-butanoI 


216 


60 


(2R,3S)-3-amino-4-phenyl-l-{[4- 
(trifluoromethoxy)benzyl]amino} -2-butanol 


217 


61 


4-({[(2R,3S)-3-ammo-2-hydroxy-4-phenyl 
butyljamino} methyl)benzenesulfonamide 


218 


62 


(2R,3 S)-3 -amino- 1 -[(4-metnoxy b enzyljaminoj- 
4-phenyl-2-butanol 


219 


63 


(2R,3S)-3-aiinno-l-[(4-methylbenzyl)ammoJ-4- 
phenyl-2-butanol 


220 


64 


(2R,3S)-3-ammo-4-phenyH-[(3,4,5- 
uimeinoxyDenzyi ^ amino j -z- d uiano x 


221 


65 


(2R,3S)-3-amino-4-phenyl-l-{[3- 
(trifluoromethoxy)benzyl]amino} -2-butanol 


222 


66 


(2R,3S>3-amino-l-[(3,5- 
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dimethoxybenzyl)ainino]^pheiiyl-2-butanol 


223 


67 


(2R,3S)-3-amino4-[(2,4- 
dimethoxybenzyl)amino]-4-phenyl-2-butanol 


224 


68 


(2R,3S)-3-amino4-[([l, 1 ! -biphenyl]-3- 
ylmethyl)amino]-4-phenyl-2-butanol 


225 


69 


(2R,3S>3-amino-l-[(3,4- 
dichlorobenzyl)amii)o]-4-phenyl-2-butanol 


226 


70 


(2R,3S>3-amiiio--l-[(2-fluorobenzyl)amino]-4- 
phenyl-2-butanol 


227 


71 


(2R,3S)-3-amino-4-phenyl-l- {[3- 
(trifluoromethyl)benzyl]ammo}-2-butanol 


228 


72 


(2R,3S)-3-amino-l-[(2-methylbeii2yl)amiiio]-4-- 
phenyl-2-butanol 


229 


73 


(2R,3S>3-amiiio-4-phenyl-l-{[(lR)-l. 
phenylethyljamino} -2-butanol 


230 


74 


(2R,3S>3-amino-4-pheayl-l-{[(lS>l- 
phenylethyl]amino}-2-butanol 


231 


75 


(2R,3S)-3-aTTiino4-{[3> 

bis(trifluoTometliy^ 

butanol 


232 


76 


(2R,3S>3-amino-4-phenyH-{[2- 
(trifluoromelhyl)beiizyl]amino} -2-butanol 


233 


77 


(2R,3S>3-amino-l-{[(lS)-l-(l- 
naphthyl)etiiyl]amino} -4-phenyl-2-buianol 


234 


78 


(2R,3S>3-amino-l-{[(lR)-l-(l- 
Daphthyl)ethyl]amino}-4-phenyl-2-butanol 


235 


79 


4^{[(2R,3S)-3-ainino-2-hydroxy-4- 
phenylbutyl]amiiio}methyl)-2-methoxyphe!nol 
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of 
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Column B 

Amine (Vm) ; 


236 




4-({[(2K,3 JSJ-5-amino-2-nyaroxy-4- 
phenylbutyl]amino}mefliyl)-l,2-benzenediol 


237 


81 


(2R,3S)-3-amino-l-[(3-methoxypropyl)amino]- 
4-phenyl-2-butanol 


238 


82 


(2R,3S)-3-amino-l-{[(lS>2-nydroxy~l- 
methylethyl]amino} -4-phenyl-2-butanol 




83 


(ZKjib )-3-amino-l - {l(iKj-24iyaroxy-l - 
methylethyl]amino} -4-phenyl-2-butanol 


240 


84 


(2R,3 S)-3-amino-4-pnenyl- 1 -(2- 
propynylamino)-2-butanol 


241 


85 


(2R,3S)-3-amino-l- 1|2-(2- 
fluotophenyl)ethyl]amino} -4-phenyl-2-butanol 


242 


86 


(zK,3b)o-amino- 1- {[2-(3- 
fluorophenyl)et&yl]amiiio } ^phenyI-2-butanol 


243 


on 

87 


(2R 4 3S)-3-aimiio- 1 - { [2-{4- 
fluorophenyl)ethyl]amino}-^phenyl-2-butanol 


244 


88 


(2R,3S)-3-amino-l-{[2-(4- 
bromophenyl)ethyl]amino} -4-phenyl-2-butanol 


245 


89 


(2R,3S>3-amino-l-{[2-(3- 
methoxyphenyl)ethyl]amino} -4-phenyl-2- 
butanol 


246 


90 


(2I^3S>3-armno-l-{[2-(2,4- 
<ucaloropnenyljetnyl J amino } -4-pnenyi-z- 
butanol 




01 


cWorophenyl)ethyl]amino}-4-phenyl-2-birtanol 


248 


92 


(2R,3S)-3-amino-l-{[2-(2,5- 
dimethoxyphenyl)etbyl]amino}-4-phenyl-2- 
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butanol 


249 


93 


(2R,3S)-3-amino-l-{[2-(4^ 
methylphenyl)etliyl]aniino} -4-phenyl-2-butanol 


250 


94 


(2R,3S>3-amino.l-{[(lR>l-benzyI-2- 
hydroxyethyl]amino} -4-phenyl-2-butanol 


251 


95 


(2R,3S)-3-amino-l-{[3-(4- 
moipholinyl)propyl]aiiiino}-4-phenyl-2-butanol 


252 


96 


(2R,3S)-3-amino-l-(isobutylainino)-4-phenyl- 
2-butanol 


253 


97 


(2R,3S)-3-amino-l-{[2-(4- 
morpholinyl)efliyl]amino} -4-phenyl-2-butanol 


254 


98 


(2R,3S)-3-ainiiio-4-phenyl-l -[(2- 
hy<toxybutyl)amino]-2»butanol 


255 


99 


(2R,3S)-3-amino-4-phenyl-l-{[2-{2- 
tiiienyl)ethyl]amino}-2-butanol 


256 


100 


4- {[(2R,3S)-3-amiiio-2-hydroxy-4- 
phenyIbutyl]amino}-l-butanol 


257 


101 


(2R,3S)-3-amino-l«{[(lS)-2-hydroxy-l- 
phenylefhyl]amino} -4^henyl-2-butanol 


258 


102 


(2R,3S)-3-amino-l-[(2,4- 
(UcUoroben2yl)aDDdno]-4-phenyl-2-butaiiol 


259 


103 


(2R,3S)-3-amino-l-{[(lR)-2-hydTOxy-l- 
phenylethyl]amino}-4-pheayl-2-butanol 


260 


104 


(2R,3S)-3-amin(KU[(4-tert- 
butylbenzytyamino] -4-phenyl-2-butanol 


261 


105 


(2R,3S)-3-amino-4-phenyH-[(l- 
phenylethyl)amino]-2-butanol 


262 


106 


(lR^S>l-{[(2R,3S)-3-amin(>-2>hydroxy-4> 
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phenyIbutyl]amino}-23-dihydro-lH-inden-2-ol 


263 


107 


(2R,3S)-3-amino.l.[(3,4. 
dimethylbenzyI)ainino]-4-phenyl-2-butanol 


264 


108 


methyl 7-{[(2R,3S)-3-amino-4-<3,5- 

difluorophenyl)-2- 

hydroxybutyl]amino}heptanoate 


265 


109 


2-{[(2I^3S)-3-amino-4-(3,5-difluoiophenyl)-2-- 
hydroxybutyl]amino} -N-isobutylpiopanamide 


266 


110 


(2S)-2-{[(2R,3S)-3-amino4-(3 5 5- 

difluorophenyl>2-hydroxybutyl]amino}-N- 

isobutylpropanamide 


267 


111 


2-{[(2R,3S)-3-aniino-4-(3,5-diflixorophenyl)-2- 
hydroxybutyl]amino} -N-isobutyl-2- 
methylpropanami^e ; V 


268 


112 


2-{[(2R,3S)-3-aniino-4-(3,5-difluorophenyl>2- 
hydroxybutyl]amino}-N--isobutylacetaniide 


269 


113 


(2S>2-{[(2R,3S)-3-amino4-(3,5- 
difluorophoiyl)-2-hydroxybutyl]amino } -N- 
isobutylbutanamide 


270 


114 


(2R)^2^{[(2R,3S)-3-aminO"+<3,5- 
difluorophenyl)-2-hydroxybutyl]amino} -N- 
isobutylbutanamide 


271 


115 


(2R,3S)-3-amino-l^enzylamino)-4-(3,5- 
difluorophenyl>2-butanol 


272 


116 


(2R,3S)-3-aimno-4«-(3,5-difluoropxienyl)-l- 
(ethylamino)-2-butanol 


273 


117 


(2R,3S>3-amino-4-(3,5-di£hiorophenyl)-l- 
(isobutylamino)-2-butanol 
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274 


118 


3- {[(2R,3S)-3-amino-4-(3,5-difluorophenyl)-2- 

hydroxybutyl]amino}-N--isobutyl-2- 

methylpropanamide 


275 


119 


(2R,3S>3«amino-4-(3 J 5-difluorophenyl)-l-{[4- 
(dimethylamino)benzyl]amino}-2-butanol 


276 


120 


(2S)-2-{[(2R,3S)-3-amin<>4-(3,5- 
difluoropheayl)-2-hydroxybutyl]amino}-N- j 
isobutyl-3-phenylpropanamide 


277 


121 


(2S)-2-{[(2R a 3S>3-amino-4-(3,5«- 

difluorophenyl)-2-hydroxybutyl]ainino}-N- 

isobutyl-3-metfiyIbutananiide 


278 


122 


(2R,3S)-3-amino-4-(3 ? 5-difluorophenyl)-l-{[2- 
(dimethylamino)ethyl]amino} -2-butanol 


279 


123 


(2R,3S)-3-amino^3,5^uorophenyl)-l-[(3-. 
pyridinylmethyi)amino]-2-butobn C 


280 


124 ! 


(2S>2-{[(2R,3S)-3-amino-4-(3,5- 

difluorophenyl)-2-hydroxybutyl]amino}-3« 

(benzyloxy)-N-isobutylpropananiide 


281 


125 


(2R,3S>3-amino-4-(3 5 5^i£luorophenyl)-l-[(l- 
methyl-l-phenylethyl)amino]-2-butanol 


282 


126 


(2R)-2-{[(2R,3S>3-amino-4K3,5- 
<iifluorophenyl)-2-hy<koxybutyl]amino} -N- 
isobutyl-3-methylbutanamide 


283 


127 


(2S)-2-{[(2R,3S)-3-amino-4-(3,5- 
difluorophenyl>2-hydroxybutyl]amiiio} -N- 
isobutylpentanamide 


284 


128 


(2S)-2-{[(2R,3S>3^amincHK3,5- 
difhiorophenyl)-2-hydroxybutyl]amino}-3- 
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hydroxy-N-isobutylpropanamide 


285 


129 


(2R,3S)-3-amino-4-(3,5-difluorophenyl)-l-[(2- 
phenyIethyl)atomo]-2-butanol 


286 


130 


(2S)-2-{[(2R,3S^3-aimno-4-(3,5- 
(Muorophenyl)-2-hydroxybutylJamnio} -N- 
benzylpropanamide 


287 


131 


(2R,3S)-3-amino-+-(3,5'difluorophenyi)-l- 
{[(1 S)-l-phenylpropyijamino} -2-outanol 


287a 


169a 


(2S)-2-{[(2R,3S)-3-amino-4-(3,5. 
difluorophenyl)-2-hydroxybiityl]amino} -N- 
ethylpropanamide 


288 


132 


(2R,3S)-3-amino-4-(3,5-difluorophCTiyl>l-[(3- 
methoxybenzyl)amino]-2-butanol 


289 


133 


(2S>2-{[(2R,3S)-3-amino-4<3,5- 

diiiuoropnenyI)-2-nycro 

isobutyl-2-phenyletfaanamide 


290 


134 


(2R^3S)-3-ajQimo^3,5-difluorophenyl>l - 
(isopentylamino)-2-butanol 


291 


135 


(2R,3S)-3-ammo-l -(cyclohexylaianio)-4-(3,5- 
difluorophenyl)-2-butanol 


292 


136 


(2R,3 S)-3 -amino- 1 -(buiyIamino)"4-(i p - ; 
difluorophenyl)-2-butanol 


293 


137 


(2R 5 3S)-3-ammo-4-{3 > 5-aiiluoropnenyl}- 
methoxypropyl)amino]-2-butanol 






\/as^d uj*j"3iDiD0"4 M \j ,3-uiiiuoropncuyi [v,^ 
hydroxy-2-phenylethyl)amino]-2-butanol 


295 


139 


(2R,3S)-3-amino-4-{3,5-difluoropheny])-l- 
{[(3R,5S>3,5-dimethoxycyclohexyl]ainino}-2- 
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butanol 


296 


140 


dimethyl (lR,3S)-5-{[(2P^3S)-3-amino-4<3,5- 
difluoiophenyl)-2-hydroxybutyl]amino}-l ,3- 
cyclohexanedicarboxylaie ! 


297 


141 


(lIUS)-5-{[(2R3S)-3-amino-4-{3,5- 
difluorophenyl)-2-hy(Iroxybutyl]ainino}-l,3- 
cyclohexanedicarboxyhc acid 


298 


142 


(2Ps3S)-3-aniino-4-(3,5-di£luorophenyl>l- 
{[(lR)-l-pheny!propyl]amino}-2-butanol 


299 


143 


(2R,3S>3-annno-l-[(3-chIOTobenzyl)amino]-4- 
(3,5-difluorophenyl)-2-butanol 


300 


144 


(2R,3S)-3-amuio-4-<3,5-difluorophenyl)-l-[(3- 
methoxybenzyl)amino]-2-butanol 


301 


145 


(2P v 3S)-3-amino-l-[([l,l*-biphenyl]-3- 

ylmethyl)aminol-4-(3,5-difluorophenyl)-2- 

butanol 


302 


146 


(2R,3S>3-amino-4-(3,5-difluoropheiiyl)-l-[(3- 
iodobeixqrl)ainiiio]-2-butanol 


303 


147 


(2R,3S)-3-amino-4-(3,5-difluorophOTyl)-l-[(3- 
methy]benzyl)aniino]-2-butaiiol 


304 


148 


(2R,3S)-3-amino-4-(3,5-difluoropheiiyl)-l -[(2- 

V ~ J V ' XT J S L\ 

ph^ylpiopyl)amino]-2-butanol 


305 


149 


(2R3S>3-aniino-4-(3 > 5-difluorophenyl)-l- 
[(1 3-tUazol-5-ylmethyl)amino]-2-butanol 


306 


150 


(2R,3S)-3-amino-4-(3 > 5-difluorophenyl)-l-[(2- 
thienylmettiyl)ainino]*2-butanol 


307 


151 


(2R,3S)-3-amino-H3,5-difluoroph©ayl>l-[(5- 
methoxy- 1 ,2 ,3 ,4-tetrahy dro - 1 - 
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naphthalenyl)amino]-2-butanol 


308 


152 


(2R,3S)-3-amino^(3,5-<Muorophenyl)-l-[(2- 
pyrazinylmethyl)amino]-2-butanol 


309 


153 


(2R,3S)-3-amino-l-[(3,5- 

difluoroben^l)ainino]-4-(3,5-difluorophenyl)- 

2-butanol 


310 


154 


(2R,3S)-3-amino-l-[(l,3-benzodioxol-5- 

ylmethyl)anmo3^(3,5-^lifluorophenyl)-2- 

butanol 


311 


155 


(2R,3S)-3-anifanio-4-<3 > 5-difluoroph^iyl)-l- 
[(3,5-dimethoxybenzyl)amino]-2-butanol 


312 


156 


(2R,3S)-3-amino-4-(3,5-^ifluorophenyl)-l- {[3- 
(trifluoromethyl)benzyl]amino} -2-butanol 


313 


157 : 


(2R,3S)-3-amino^(3,5-difluorophenyl>l-[(2- 
fuiylmethyl)amuioJ-2-butanol j 


314 


158 


(2R,3S>3«amino-4-(3,5-difluorophenyl)-l-[(7- 
methoxy- 1 ,2 , 3 ,4-tetrahy dro- 1 - 
nq>hthalenyl)amino]-2-butanol 


315 


159 


(2R,3S)-3-annno-4-(3,5-difluorophenyl)-l-{[3- 
(trifluoromethoxy)benzyl]amino} -2-butanol 


316 


160 


(2R,3S)-3-ammo-4-(3,5-difluorophenyl)-l-[(3- 
fluorobenzyl)amino]-2-butanol 


317 


161 


(2R,3S)-3-amino-4<3,5-difluorophenyl)-l-[(3- 
isopxopoxybenzyl)amino]-2-butanol 


O 1 O 

318 


162 


/an oC\ O 1 r/o i , , _. L1 . J - L , i-. J3 ,,-. rr . ■1\r. , m I ltJ -,1 y| 

(ZRjSSj-j-anuno-l-l^-bromoDen^ljammoJ-^ 
(3,5-difluoiophenyl)-2-butanol 


319 


163 


(2R^S>3-ainino-4-<3,5-difluorophenyl>l-[(5- 
me%l-2-furylmethyl)amino]-2-butanol 
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320 


164 


(2R,3S)-3«airdno^3,5-difluoropli«iyl)-l-[(5- 
methoxy- 1 ,2 , 3 , 4-tetrahydro- 1 - 
naphthaleDyl)amino]-2-butanol 



EXAMPLES 321-473 

Following the general procedure of EXAMPLE 6 and making non-critical 
variations but starting with the amine (VIII) of Column A and reacting it with the 
5 amide forming agent (IX) of Column B, the substituted amine (X) of Column C is 
obtained. 



EXA 


Column A 
^^mms 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 


321 


170 


THrra" 


N'-KlS^RVKbenzylO- 

(ethylarhnio>2-hydroxypiopyl^ 

N 3 ^ 3 -dqHX>pynsophthalamide 


MJT = 
-440.7 


322 


171 


"PITCH" 


N A -[(lS,2R)-l-benzyl-3- 

(beiizylainim}-2-hydioxypropyl]-- 

N 3 ,N 3 -6^opyMsoph1nalamide 


MH+ = 
502.7 


323 


172 




N l -[(lS^R>l-benzyl-2-hydroxy-3- 

(isopropylaminoJpropyri-N 3 ^- 

dipropyHsophthalaTnide 


MH+- 
454.6 


324 


173 




N'-[(l SJZR)- 1 -bcnzyl-2-hydioxy-3 - 

(^toluidino^ropyq-N 3 ^ 3 - 

dq>ropyHsophthalamide 


MH+ = 
502.2 


325 


174 


THTH" 


NXClS^l^benzyl^hydroxyO- 
{[2-(4-memoxyphenyI)emyl]ainmo} 
propyI)-N 3 ^ 3 -iprop)iisophthakmide 


MH+ = 
546 


326 


175 


-pirnr 


N 1 - {(1 S^R> l-benzyl-2-hydroxy-3- 
[(3-methoxyben2yl)annno]propyl} - 
N 3 ^ 3 -dipropylisophthdamide 


MH+ = 
532 


327 


176 




ethyl {[(3S>3^{3-[(dipropylamino) 


MH+ = 
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EXA 


Column A 
Amine 

/Viirt 
{yiuj 

Compound 

of EXA 


Column B 
Amide Fomring 
Agent (IX) 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 








caibonyl] benzoyl} amino)-2- 
hydroxy-4- 

phenyIbntyl]amino}(phenyl)acetate 


574 




1 /o 


rxil a 


jn i b J- 1- Denzyi-z-nyaroxyo- 
{[(lS)-2-hydioxy-l- 
(hydroxymefhyl)-2-(4- 
nitrophenyl)ethyl]anuno}pn^yl) - 
jn riN Kupropyiisopninajamiue 


JYLrH — 
607 


330 


179 


"PHTH" 


N , -{(lS^R)-l-ben2yl-3«[(2- 
chloroben2yl)animo]-2- 
hydroxypropyl} -N 3 ,N 3 - 
ojipi upy usopnuia lamioe 


MH+- 
537 


331 


180 


"PHUT 


N 1 -{(lS^R>l-ben2ylr3«[(4- 

cMorobenzyl)amino]-2- 

hydroxypropyl}-N 3 »N 3 - 

nwwiwi rite nnmn «a 7 otti 1/^0 

pip ropy Ji&opm rio i Hmiuc 


MH+ = 
537 


332 


181 


*THTH" 


N4(lS,2R)-l-benzyl-2-hydroxy-3- 
{[2-(2-hydroxyetboxy) ethyl] 
ammolpropyiO-N 3 ^ 3 - :J 

^ ipwipy)|Rflphtb^1flTm<^e 


MH+ = 
500 


333 


182 


"PHTH" 


N '-[(1 S,2R)- 1 -benzyl-3-(2,3- 
dihydro-1 H-inden- 1 -ylamino)-2- 
ny aiuxypropyi j - jn ^jn - 
d^opylisophthalamide 


MH+ = 
528 


334 


183 


'THTH" 


N 1 - {(1 S,2R> l^benzyl-2-liy droxy-3- 
[(2-hydroxypropyl)ainino]piopyi} - j 
in yiN -<uprcypyusupQtnfli3iTuuc 


MH+- 
470 


335 


184 


"PHTH" 


N 1 - {(1 S^R)-l-benzyl-2-hydroxy-3- 
[(tetrahydro-2- 

furanyhnemyl)ainmo]pTopyl} -N 3 ,N 5 - 

ninmiwl i cfvnnfrin Id mi np 
myl tJpjrUoUp HU lQlaUllvlw 


MH+- 
496 


336 


185 


"PHTH" 


N'-{(1 S^R)-l-benzyjV3-[(2,2- 
dlemoxyeuiyl)aniino]-2- | 
hydroxypropyl} -N 3 ,N 3 - 
dipiopylisophmalainide 


MH+ = 
528 


337 


186 


"PHTH" 


N J -[(IS^R)-l-benzyl-3- 


MH-f = 
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BXA 


Column A 
Amine 

(vm) 

Compound 
ofEXA 


Column B 
Agent (DQ . 


Column C 

Substituted smmc 00 


ColumnD 

Physical 

Data 








(b\rtylaiiimo>2-hydroxypropyl]- 
N 3 ^ 3 -dipropylisophthalainide 


468 


338 


187 


THTH" 


N'-RlS^l-benzyM- 
(cyc!ohexylaiiimo)-2- 
hydroxypropyl]-N 3 ,N 3 - 
dipropylisophthalamide 


494 


339 


188 


"PHTH" 


N J - {( 1 S^R> 1 -benzyl-2-hydroxy-3- 
[(2-pyridinylmetfayl)aniino]piopyl}- 
N 3 ,N 3 -dipippylisophthfi1amide 


MH+ = 
507 


340 


189 


THTH" 


N l -{(lS,2R)-3-[(2- 
ammob€nzyl)amino]- l-benzyl-2- 
hydroxypropyl}-N 3 ,N 3 - 
o!ipTopyh^'*phfh >a lffFnid$ 


MH+ = 
517 


341 


190 


"PHTH" 


N i -{(lS^R)-l-benzyl-2-hydioxy-3- 
[(3-pyridmylmethyl)aniino]propyl}- 
N 3 ^ 3 ^propylisophtIialaniide 


503 


342 


191 


"PHTH" 


N^(lS^>l-beiizyl-2-liydroxy-3 : 
{[2^1^ynx>lidinyl)ethyl] amino} 
propyl)-N 3 ,N 3 - 

dipropylisophthalamide " T ' ~ ' ' 


MH+- 
509 


343 


192 


«<PHTET 


N'-IClS^RVl-benzyl^-liydroxy-S- 
[(2-hydroxy-2- 

phenylefhyl)amino]propyl}-N 3 ,N 3 - 
dipropyhsophtnalamide 


MH+- 
532 


344 


193 


"PHUT 


N l -{(lS^R>l-benzyl-3-[(3. 
butoxypropyI)ainino]-2- 
hydroxypropyl}-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
526 


345 


194 


"PHTH" 


N l - {(1 S,2R)-1 4?enzyl-2-hydroxy-3- 
[(3- 

isopropoxyiiropyl)aiiiino]propyl}- 
N 3 > N 3 -dq)iopylisophthalamide 


MH+ = 
512 


346 


195 


THTlr 


N - [\ l ^zkj- 1 - D€nzy i- z-ny aroxy- 

(isopentylainino)propyl]-N 3 ,N 3 - 

dipropylisophfealamide 


mix — 
1VLT1 > — 

482 


347 


196 


"PHTH" 


N l -{(lS^R>l-benzyl-2-hydroxy-3- 


MH+ = 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (DQ 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 








\\p -pnenj tpujpy l pum upjpwpjr i j— 

N 3 ^ 3 -dipTopyKsophfbalamide 




348 


197 


"PHTH" 


N , -{(lS^>14>e^l.2-hydioxy.3- 
[^z-iucLQvjAyc my i ^aiiiinu jpxupy i / 
N 3 ,N 3 H3ipTopylisophtbalaniide 




349 


198 


"PBTCH" 


N 1 - {(1 S,2R> 1 -benzyl-2-hydroxy-3- 
[\z-pxienoxy euiy i^annnojpropy i j - 
N 3 ^ 3 ^propylisoplidialamide 


MH+-532 


350 


199 


"PHTH" 


N l - {(1 S,2R)- l-benzyl-2-hydroxy-3- 
[(2-propoxyemyl)amino]propyl}- 

IN ^LN -tlipi Upy 113 UpilUlrtlalillUv 


MH+ = 
498 


351 


200 


"PHTH" 


N'-{(lS^R)-l-benzyl-3-[(3,3- 
dimethyIbutyl)anrino] -2- 
nyuroxypropy i j -in ,in - 
dipropylisophmalamide 


MH+- 
496 


352 


201 


"PHIH" 


N '-{(1 S,2R)-l-beiizyl-2-hydroxy-3- 
l^~pnsnyiuuiy ljanimojpropy i|- 
N 3 ,N 3 ^propylisopMialamide 


MH+- 


353 


202 


"PHTH" 


N J -{(lS^R)-l*enzyl-2-hych^xy-3- ... 
^ j-ioQODuiizy i j ammojpiupy i j 
^^-dipropylisophtfaalamide 


MH+= " 
<528 


354 


203 


•?HTH" 


N J -{(lS>l-beaizyl-2-liydroxy-3-[(4- 
nitroben2yl)amino]propyl} -N 3 ,N 3 - 
cupropyiisopjiTiin tanmic 


MH+= 
547 


355 


204 


««PHTH" 


N l -{(lS^R>l-benzyl-3.[(3- 
chloiobenzy I)amino] -2 - 
hydroxypropyll-N 3 ^ 3 - 

Hfnrrvnvli cnnfitTinl ftTYli flfi 
mpivjp y iiowp uuinifliiiHio 


MH+ = 
537 


356 


205 




NH(lS^R>l-bcnzyl-3-{[2-{4- 
chlorophcnyl)emyl]ammo} -2- 
hydroxypropyO-N 3 ^ 
dipropylisoph thai amide 


MH+« 
551 


357 


206 


«phth" 


NH(lS,m>l-benzyl-2-hydioxy-3- 

pyridizyl)emyl]amino}pTOpyI)- 
N 3 JW 3 -d^ropylisoph&alaiDide 


MH+- 
517 
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BXA 


Column A 
Amine 

(vm) 

Compound 
ofEXA 


Column B 
Amide Forming 

A rrt*n+ /TV\ 

Agcm 


Column C 

Substitued amine (X) 


Column D 
Physical 

UWa 
1 


358 


207 


"PHTH" 


N'-ttlS^RVl-beuzyW-hydroxy^- 
[(4-pyridkylmemyl)aniino]propyl} - 
N 3 ,>^-dipropylisophllialarmd^ 


/MIT = 503 


359 


208 


"PHTBT' 


N 1 S^R> 1 -benzyl-2-hydroxy-3- 
{[2<l-methyl-2- 

p)^olitoyl)ethyI]amino}propyl)- 
N 3 ,N 3 -d^ropylisophtrialamide 


MH+ = 
523 


360 


209 


"PHTH" 


N l -{(lS,2R>l-benzyl-3-[(2,3- 
dnnemylbenzyl)amino]-2- 
hydroxypropyl} -N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
580 


361 


210 


"PHTH" 


N l -((lS,2R>l>benzyl-2-hydroxy-3- 
{[2-{trifluoromethoxy) benzyl] 
aminoJpropyl^N 3 ^ 3 - 
dipropylisophtbalamide 


MH+ = 
586 


362 


211 


"PHTH" 


N 1 -{(lS,2R)-l-benzyl-3-[(2-chloro- 
6-phenoxybenzyl)ammo]-2- 
hydioxypropyl}**N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
629 


363 


212 


"PHTH" 


N'-(( 1 S,2R> 1 -b€nzyl-2-hydroxy-3- 

(triflnoromemyl)ben2yl]amino}propy 
l)-N 3 ,N 3 «^ipropylisophthalamide 


MH+ = - 
570 


364 


213 


WTH" 


N l -{(lS,2R)-l-baizyi-3-[(2 9 3- 
dichlorobenzyl)amino]-2- 
hydroxypropy 1} -N 3 ,N 3 - 
dtpropylisophthalamide 


MH+ = 
571 


365 


214 


"PHUT 


N l -{(lS^R)-l-benzyl-3-[(3,5- 
dichlorobenzyI)amino]-2- 
hydroxypropyl} -N 3 ,N 3 - 
dipTopylisophmalamide 


MH+ = 
571 


366 


215 


"PHTH" 


N^{(lS^R)-l.benzyl-3-[(3,5- 
d^fhoTobenzyI)amino]-2-' 
hy droxypropyl} -N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
538 


367 


216 


"PHTH" 


N J -((lS,2R)-l-beDzyl-2-bydroxy-3- 
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EXA 


Column A 
Amine 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine (X) 


ColumnD 

Physical 

Data 








{[4- 

(trifluoromemoxy)benzyl]aniino} pro 
nvlVNp N^^mmnvlisnohthalairiide 


586 


368 


217 


"PHTET 


N , -[(lS^R>3-{{2-[4- 
(aininosulfonyl)phenyl]emyl}amino) 

-l-KRTvrvl-9-VivHrnvvnTnnvll-N^ N - 

" 1 — L/CXIZiJf l-^'liy LLL\JA.jf piU^/Jr 1J 1 ' ,11 

dipropylisophlhalamide 


MH+ = 
595 


369 


218 


"PHTO" 


N *-{(! l-benzyl-2-hydraxy-3- 

^*T^U1C LLLU/tJ l/VULojr 1 ja.ll 1 i 1 HJjjJl v f jr */ 

N 3 ^ 3 -mpropylisopnthalamide 


532 


370 


219 


"PHTET 


N 1 -{(lS^R)-l-benzyl-2-hydroxy-3- 
[(4-memylbenzyl)amino]propyl}- 

"N^...H mranvli ormh th a! aim' Hft 
i> yL% uip wy jf uwyu mam m iww 


MH+ = 
516 


371 


220 


"PHTFT 


N^iflS^g-l-benzyl^-hydroxy-S- 
[(3,4,5- 

trmiemoxyben2yl)animo]propyl}- 
N 3 ^ 3 ^iipropyHsopnuialamide 


MH+ = 
592 


V79 


991 


r xi in 


{P- - 

(trifluoromethoxy)b cnzy 1 ] amino } 
propyl)-N 3 ,N 3 - 

(^Tnrnrtvlicrinfitli al nrniH p 
iUlJJ iji^jfij&vjfrriiujaiq illicit/ 


MH+ = 
586 


373 


222 


«PHTH" 


N'-^lS^^l-benzyW-^^^ 
dimethoxybenzyI)amino]-2- 
hydroxypropyl} -N 3 ,N 3 - 

rlmTATkvli wnli fh al ami He 


MH+ = 
562 


374 


223 


"PHTH" 


N l .{(lS^R>l-benzyl.3-[(2,4- 
dimemoxybenzyl)ainino]-2- 
hydroxypropyl) -N 3 ,N 3 - 

rtinrrrnvHoonlirtifllaTnide 


MET - 562 


375 


224 


'TBTIH" 


N i -{(lS,2R).l-benzy^3-[([l,l , - 
biphenyl]-3-ylmethyl)ainino]-2- 
hydroxypropyl} -N 3 ;N 3 - 
chpropyHsophthalamide 


MH+ = 
578 


376 


225 


"PHTrF 


N l -{(lS^R>-l-benzyl-3-[(3,4. 
dtehlorobenzyl)animo]-2- 


MH+ = 
571 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

SuDstttueu amine (X) 


Column D 

Physical 

Data 








hydroxypropyl}-N :, i N J - 
dipropylisophthalamide 




377 


226 


THTH" 


N 1 -{(lS^R)-l-benzyl-3-[(2- 
fluorobenzyl)amino]-2- 
hy droxypropyl} -N 3 ,N 3 - 
dyropylisoplitnalamide 


MH+- 
520 


378 


227 


"PHUT 


N i <(lS,2R)-l-benzyl-2-hydioxy-3- 
{[3^trifluoiomemyI)benzyl]ainmo} 
propyl>N 3 ,N 3 - 
dipropylisopbthalamide 


MH+ = 
570 


379 


228 


'THTH" 


N , -{(lS,2R)-l^benzyl-2-liydioxy-3- 
[(2-methylben2y l)amino]propyl} - 
N 3 ,N 3 -dipropylisophthalamide 


MH+= 
516 


380 


229 


THTH" 


N'-fllS^R)-! -benzyl-2-hydroxy-3- 
«(1R>1- 

phenylemyQanimoJpropylVN 3 ^ 3 - 
dipropylisophthalamide 


MH+- 
516 


381 


230 


THTH" 


N l -({lS,2R>I-ben2yl-2-hydioxy-3- 
{[(IS)- i-phenylemyl]aniino}propyl)* 
N 3 ,N 3 ^propylisophihalamide 


MH+*= 
516 


382 


231 


THTH" 


N l -((lS,2R>l-benzyl-3-{[3,5- 
bis(trifluoix>memyl)benzyl]aniino} -2- 
hydroxypropyiyN 3 ^- 
dipropylisophthalamide 


MH+- 
638 


383 


232 


THTH" 


N l -((lS,2R)-l-benzyl-2~hydroxy-3- 
{[2-(trilluoromemyl)benzyl]arriino} 
propyI)-N 3 ,N 3 - 
dipropylisophlhalarnide 


MH+ = 
570 


384 


233 


THTH" 


NH(lS,2R)-l-benzyI-2-nydioxy-3- 
{[(1S>1.(1- 

naphmyOemylJannnoJpropylVN 3 ^ 
mpropylisophthalanride 


MH+ = 
566 


385 


234 


THTH" 


N'-aiS^-l-benzyJr^hydroxy-S- 

{[(iRH-O- 

iiaphthyl)ethyrjammo}propyI)-N 3 ^N 3 - 
dipropyJisophlhalamide 


MH+- 
566 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (DQ 


Column C 

Substimed amine (X) 


ColumnD 

Physical 

Data 


386 


235 


"PHTH" 


N'-{(lS^R)-l-beii2yl-2-hydroxy-3- 
[(4-hydroxy-3- 

memoxybenzy I)amino]propyl} - 
N 3 ^ 3 -dipropylisophthalamide 


MH+- 
548 


387 


236 


"PHTRT 


N^lS^l-benzyl^-^^ 

dihydroxybenzyl)amino]-2- 

hYdroxyDropyn-N 3 »N 3 - 

Vr r/ J r 

(fipropylisophthalamide 


MH+- 
534 


388 


237 


THTTT 


N J -{(1 S)4-benzyl-2-hydroxy-3-[(3- 
memoxypropyl)amino]propyl} - 
N 3 ^ 3 -dipw>pylisophthalamide 


MH+ = 
484 


389 


238 


"PHUT 


N'-((l S,2R> 1 -ben2yl~2-hydroxy^3- 
{[(lS)-2-hydroxy-l- 
memylethyl]amino}propyl)-N 3 J JI 3 - 
dipropylisophthalamide 


MH+ = 
470 


390 


239 


THTH" 


NH(lS,2R>l-benzyl-2-hydroxy-3- 
{[(lR>2~hydroxy-l- " 
memylethyllamino} propyl)-N 3 ,N 3 - 
diprppylisophliialamide / : 


MH+ = 
470 


391 


240 


«PHTH" 


N'-KlS^RVl-benzyW-liydroxy^- 

(2-propynylamino)propyI]-N 3 ,N 3 - 

dipropylisophthalamide 


MH+ = 
450 


392 


241 


"PHUT 


N l -((lS^R>l-benzyW-{[2-(2- 
fhiorophenyl)ethyl] amino} -2- 
hydroxypropyl)-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
534 


393 


242 


'THTH" 


N^(lS^)-14>enzyl-3-{[2-(3- 
fluorophenyl)elhy I] amino } -2- 
hydroxypropyl}-N 3 ,N 3 - 
dipropylisophthalami de 


MH+ = 
534 


394 


243 


"PHTH" 


N l -((lS^>l-benzyW-{[2<4- 
fluorophenyl)ethyl]amino}-2- 
hydroxypropyI)-N 3 ,N 3 - 
dipropyKsophthalamide 


MH+ = 
534 


395 


244 


"PHTH" 


NH(lS^R>l-benzyl-3.{[2-{4. 
bromophenyl)ethyl]animo}-2- 


595 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (DQ 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 








hydroxypropyO-N^,^- 
dipropylisophihalamide 




396 


245 


"PHTH" 


N l -{(1 S)- l-benzyl-2-hydroxy-3- {[2- 
(3- 

me&oxyphenyl)emyl]amino}propyl) 
-N 3 ^ 3 -dipTopylisophraalamide 


MH+ = 
546 


397 


246 


"PHTH" 


N^lS^O-l-benzyl-^iP^^ 
dicMorophenyl)emyl]amino}-2- 
hydroxypropyl)-N 3 ,N 3 ~ 
dipropylisophthalamide 


MH+ = 
585 


398 


247 


"phth" 


N l -((lS^R>l-benzyl-3-{[2-(3- 
chlorophenyl)emyl] amino} -2- 
hydroxypropyl)-N 3 ,N 3 - 
dipropylisophtnalamide 


MH+ = 
551 


399 


248 


"PHTH" 


N 4 -((lS)-l-benzyl-3- {[2-(2,5- 
dimethoxyphenyl)ethyl] amino} -2- 
hydroxypropyI)-N 3 ^ 3 - 
dipropylisophthalamide 


MH+ = 
576 


400 


249 


"PHTH" 


N4(lS^l-benzyl-2-)iydcoxy-3- 

{IH*- : - 

methyrphenyl)emyl]aniino}propyl)- 
N 3 ^ 3 ^propyIisophthaIamide 


530;/ 


401 


250 


"PHTH" 


N4(lS,2R)-l-benzyl-3-{[(lR)-l- 
benzyl-2-hydroxyemyl]amino}-2- 
hydroxypropyl)-N 3 ,N 3 - 
dipropylisophthalamide 


MIT =546 


402 


251 


"PHTH" 


N '-((1 S,2R>1 -benzyl-2-hydroxy-3- 
{[3^(4- 

morpholmyl)pTopyl]aniino}propyI)- 
N 3 ^ 3 -^ropyhsophthalamide 


MH+ = 
539 


403 


252 


"PHTH" 


N l -[(1 S^R>l-benzy W-hydroxy-3- 

(isobntylammo)pTOpyl]-N 3 ^ 3 - 

dipropylisophthalamide 


MH+ = 
468 


404 


253 


"PHTH" 


NX(lS^>l-benzyV-2-nydroxy-3- 
{[2-<4- 

morpholmyl)emyl]amino}propyl)- 


MH+- 
525 
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BXA 


Column A 
Amine 

(vm) 

Compound 
of BXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine PQ 


Cohnrm D 

Physical 

Data 








N J ,N J KlipTOpylisophthalamide 




405 


254 


"PITCH" 


N l -{(lS,2R>l-benzyl-2-hydioxy-3- 

L^~ny iii uAjr du.1 y i J oimiiu jpi v/py ij - 

N 3 ^-dipropylisophthaIamide 


MH+ = 

tO*r 


406 


255 


"PHTH" 


N l -{(lS,2R>l-benzyl-2-hydroxy-3^ 
-([z-^z-uiienyi jctnyi j ammo jpropyi/- 
N 3 ^ 3 ^propyHsophmalamide 


MH+ = 

DAZ. 


407 


256 


'THUT 


N l -{(lS^R>14jenzyl-2-bydioxy-3- 
[(4-hydioxybutyl)ainmo]propyI}- 
in yiN KMpiopyiisopnmaiaimog 


MH+ = 
484 


408 


257 


"PHTH" 


N l -((lS,2R)-l-benzyl-2-hydroxy-3- 
{[(lS)-2.hydroxy-l- 
phenyletiiyl]animo}iOTpyl)-l^^ 3 - 
aipropyusopmn8JBmiG6 


532 


409 


258 


"PHUT 


N 1 -{(lS^R)-l-benzyl-3-[(2,4- 
dicMoroben2^1)amino]-2- 
hy droxypropy 1} -N* JN*- 

/? ff% wvftvf 1 1 Crtt^ll+Vl rk 1 am i H p 
II j 1 1 >l l\r | f\J\ llilil trtll IJUv 


MH+ = 
571 


410 


259 


"PHTH" 


N'-((l S,2R>l-benzyl-2-hydroxy-3- 
{[(lR)-2-hydroxy-l- 
phenylemyl]ammo}propyl)-N 3 ,N 3 - 
oiprc^yusopniiiaianuuc 


MH+ = 
532 


411 


260 


<f PHTH" 


N 1 -{(lS^R>l-benzyl-3-[(4-tert- 
butyIbeiizyl)anuno>2- 

tttt/1vAvtmivMw1\ "M"^ "M^ 

nyaroxypiopy i/ -in ^in - 
dipropylisophthalamide 


MIT = 558 


412 


261 


"PHUT 


N'^tlS^J-l-benzyl^hydioxy-S- 
[(l-phenylemyl)amino]pn>pyl}- 

IN jIN - UiJJl upyjUSupiluin ) « I ill UP 


MET = 516 


413 


262 


"PBTH" 


NH(lS,2R>l-benzyl-2-hydroxy-3- 
{[(lR^S>2-hydroxy-23-dihydro- 
lH-inden-l-yl]amino}propyl)-N 3 ^N 3 - 
dipiopylisophmalamide 


MIT = 544 


414 


263 


"PHTH" 


N l -{(lS^R)-l-baizyl-3-[(3,4- 

dmiethy!benzyl)ammo]-2- 

hydroxypropyl}-N 3 ,N 3 - 


MIT = 530 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (DC) 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 








dipiopylisophtnalamide 




416 


265 


"PITCH" 


NX(lS^R)-H3^^1iiluorobenzyI> 
2-hydroxy-3- {[2-{isobutylamino)- 1 - 
methyl-2K>xoemyl]ammo}propyl)- 
N 3 ,N 3 -dipropylisophtha1aTmde 


MH+ = 
575 


417 


266 


"PHTH" 


NX(lS,2R>H3,5-difhiorobenzyl> 
2-hydroxy-3-{[(lS)-2- 
(isobntylamino)- l-methyl-2- 
oxoemyl]aruino}pn)pyl}-N 3 ,N 3 - 
dipTOpylisophthalainide 


MH+ = 
575 


418 


266 


"3,5-pyridinyr 


NM(lS^R)-H3,5-difluoiobenzyl> 
2~bydroxy-3-{[(lS>2- 
(isobutylamino)-l-memyl-2- 
oxoemyljamino } propy I)-N 5 ,N 5 - 
dipiopyl-3^-pyridmedicaiboxamide 


MH+ = 
576 


419 


267 


M 5-Me-PHT1F 

• . ]. ... . 


NM(lS,2R)-l-(3,5-difhiorobenzyl> 

2-hydroxy-3-{[2^isobutylannno)- 

14-dimethyl-2- 

oxoemyl]animo}propyI)-5Tniethyl- 
N 3 ^ 3 -^ropylisopbthalamide 


MH+ = 
603 


420 | 


268 


"S-Me-PH" 


N l -<(lS,2R)-l-{3,5«difluorobenzyl> 
2-hydroxy-3- {[2^isobutylamino)-2- 
oxoemyl]arnino}propyl)-5-niemyl- 
^^•^Spropylisopbtlialanude . 


MH+- 
575.3 


421 


269 


"5-Me-PHIH" 


N^lS^l^^-difhiorobenzy^ 
2-hydroxy-3-({(lS>l- 
[(isobutyIarmrLo)caibonyI]propyl} am 
ino)piopyl]-5-memyl-N 3 ,N 3 - 
dipropyKsophmalamide 


MH+ = 
603.8 


422 


270 


^-Me-PHTH" 


N4(lS^R)-H3,5-<mluorob8nzyl)- 

24iydroxy-H{(lR>l- 
[(isobutylamino)carbonyl]propyl} am 
ino)propy]>5-methyl-.N 3 ^[ 3 - 
dipropylisophthalamdde 


MH+ = 
603.8 


423 


271 


"5-Me*PHTH" 


N l -t(lS,2R>-3Kbenzylaimno>l-(3,5- 
difhiorobenzyl)-2-hydroxypropyl]-5- 


MH+- 
5523 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitned amine (X) 


Column D 

Physical 

Data 








methyl-N J ,N J ~ 
riinronvlisflnliih al ami cfe 




424 


272 


"5-Me-PHTH" 


N l -[(lS,2R>l-(3,5-<iifluorobenzyl)- 
3^emylanuno)-2-hydroxypropyl]-5- 
methyl-N 3 ^ 3 - 

rftrvmrrwl i crwVlvrt^ a 1 ami t\ p 
Lupi v»py iiaupm iifi inMiiu-o 


MH+ = 
490.7 


425 


273 


"5-Me-PxTrH" 


N'-[(lS^)-K3^^uoiobenzyI>. 
2-hydroxy-3-(isobutylaiiiino)propyl]- 
5-methyl-N 3 ^J 3 - 
dipropylisophthalamide 


MH+ = 
518.0 


49 

*tZO 


974 
z /*t 


«S "Mp PTTTH" 


>J L JY1 <3 9"R 1 V-1 -C\ ^-HifhiftTnhpnTvrL 
n i o,zjyj- 1 j , j -uuiuoruuciizy i/- 

2-hydroxy-3- {[3-(isobutylamino)-2- 
mem>i-3-oxopr<^yI]amino}propyl)- 
5-memyi-N 3 ,N 3 - 
dipropylisophmalarnide 


JVlXl i — 

603 


497 


97S 

Z / J 


m< 5.Mp,PWTH" 

J -IVlC-i XI 1 XI 


N I J r /'1 < ? 9"R\-1-^ S-Hifhinrftlv»Ti7vl^- 

3-{[4- 

(dimemylammo)ben2yI]aimno}-2- 

hydrbxypropyi)-5-memyl-N 3 > N 3 - 

dyropylisophthalamide 


Avxa i 
595.8 


49 R 


97fi 

Z /O 


j-jYic-xxi i n 


"N'JYIQ 9P\-^-JIY1^\-1Jhpw7vL9- 
ii -|^io,zjyj-j- ^|^io^-i-uciiZryj-z- 

(i3obutylammo)-2-oxoemyl]ammo}- 

l-(3,5-difhiorobenzyI)-2- 

hydroxypropylJ-S-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


665.9 


429 


277 


"5-Me-PHnF 


N4(lS,2R)-l-<3,5-difluoiobenzyl> 
7-livrimKv-Wtfl SV1- 
[(isobutyIarnmo)carbonyI]-2-- 
memylpropyl}amino)propyl]-5- 
memyl-N 3 ,N 3 - 

riipTOpylisnphtbal amiHft 


MH+ = 
617 0 


430 


278 


"5-Me-PHTH" 


NH(lS^>K3^-difhmrobenzyl)- 
3-{[2<dmiemylammo)emyl]ammo}- 
2-hydtoxypropyl)-5-memyl-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
533.3 


431 


279 


"5-Me-PHTH" 


N , -{(lS^>H3>difhiorobenzyl)- 


MH-=553 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
AinideFcmning 
Agent (IX) 


Column C 

Substitued amine (X) 


CohmmD 

Physical 

Data 








2-hydroxy-3-[(3- 

pyridmylmemyl)ammo]propyl}-5-- 

memyl-N 3 ,^- 

dipropylisophthalamide 




432 


280 


"5-Me-PHTH" j 


N'-KlS.ZR^fltlS)-!- 

[(benzyloxy)methyl]-2- 

(isobutylammo>2-oxoe1hyl]amino}- 

K3,5-difIuorobenzyI>2- 

hydroxypropyl]-5-inemyl-N 3 ,N 3 - 

dipropybsopnmaJamide 


MH+ = 
695.9 


433 


281 


"5-Me-PHTH" 


N l -{(lS,2R)-l-(3,5-difluorobenzyl)- 

2-bydioxy-3-[(l-methyl-l- 

phenylemyl)ammo]propyl}-5- 

methyl-N 3 ,N 3 - 

dipropylisopbthalamide 


MH+ = 
580.8 


434 


282 


"5-Me-PHTHT 


N 4 -[(l S,2R> H3,5-difluorobenzyl)- 

2-bydroxy-3-({(lR)-l- 

[(isobutylamino)carbonyi]-2- 

memylpropyl}amino)piopyl]-5- 

metbyl-N 3 ,N 3 - 

d^propybsophmalamide 


MH+- 
617.9 


435 


283 


"5-Me-PHTH" 


N 4 -[(lS^R)-l-(3,5-difluorobenzyI)- 
2-hydroxy-3-({(lS>l- 
[(isobutylamino)caibonyl]bu1yl} amin 
o)propyI]-5-methyl-N 3 ^r 3 - 
dipropylisopbthalamicie 


MH+- | 
617.9 


436 


284 


"5-Me-PHTH" 


NMClS^HS^-difluoiobenzyl)- 

2-bydroxy-3-{[(lS>l- 

(hydroxymemyl)-2-(isobutylainino)- 

2-oxoemyl]amino}piopyI)-5-me1hyl- 

N 3 ^ 3 -dipropyKsophthalamide 


MH+ = 
605.8 


437 


285 


"5-Me-PHTH" 


N^ttlS^RVHS^difluorobenzyl)- 
2-hydroxy-3-[(2- 
pbenylemyOamino]piopyl} -5- 
methyi-N 3 ,N 3 - 
dipiopylisophthalamide 


MH+- 
566.8 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Farming 
Agent (IX) 


Column C 

Subsumed amine (X) 


CohnnnD 

Physical 

Data 


438 


286 


"5-Me-PHIH" 


N4(is,2R>3-{[(is)-2- 

^PGnzyiaininoj- 1 -mcLQyi-z- 

oxoemyI]ammo}-l-(3,5- 

difluoroben2yl)-2-hydroxypropyl]-5- 

methyl-N 3 ^ 3 - 

dtprt>pyli5ophthalamide 


MH+= j 

OZO.Z 




Zo / 


j -jvic-rxi i xi 


IN -\\ I OyZJV)- 1 J, J -UUlUOIO DwZy 1/- 

2-hydroxy-3-{KlS)-l- 
pheny^)rx)pyl]ammo}propyl)-5- 
memyl-N 3 ,N 3 - 
dipropylisophtbalamide 


580.8 


AAfi 




J -JViC-JT XI 1 XI 


3-{[(lS>2^emylammo>l-memyl-2- 
oxoemyj]atmno}-2-hydroxypropyl)- 
5-methyl-N 3 ^ 3 - 
drpropylisophthalamide 


UUJ, = 
lVJLXi. • — 

561.2 


441 


289 


"5-Me-PHIH" 


NH(lS^)-H3,5-diimorobenzyl> : 
z-nyoxoxyo- \ Lv-* 

(isobutylamino)-2-oxo-l : - 

phenylemyl]amino}propyl)-5- 

methyl-N 3 ,N 3 - 

Httvt nrwl i crvnlitTi a 1 ami H<=» 
Ul^JUJ^Jjr JUOVJlJUULigJ QUI LUv 


MH+- 

031.7 

't" 


442 


290 


"5-Me-PHTH" 


N4(lS,2R)-H3,5Kiifluorobenzyl> 
2-hydroxy-3- 

(isopentylammo)propyl3-5-memyl- 

IN jl> -UipLUuyilhVylll f lrt la 1 1 1 U IP 


MH+ = 
531.69 


443 


291 


"5-Me-PHTH" 


N4(lS^)-3^cyclohexylainino> 1- 

(3,5-difhiorobenzyl)-2- 

hydroxypropyl]-5-memyl-N 3 J^- 

A i nrnrvvl t<trw%ti tVt fl 1 bttti rl p- 


MH+ = 
544.2 


444 


292 


'^Me^HTEF 


N f -[(1 S,2R)-3Kbutylanmio>-H3,5- 
difluorobenzvl V2-hvdroxvunyD vll - 5- 
memyl-N 3 ,N 3 - 
dipropylisophthal amide 


MH+ = 
518.2 


445 


293 


W 5-Me-PHTH" 


N'^ClS^^l^^^ucxrobenzyl)- 
2-nydroxy-3-[(3- 


MH+« 
534.2 
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EXA 


Column A 

Attwitr 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (DC) 


Column C 

Substitued amine (X) 


ColumnD 

Physical 

Data 








methoxypropyl)airrino]propyl} -5- 
methyl-N 3 ,N 3 - 1 
dipropylisophthaJamide 




446 


294 


"5-Me-PHTH" 


N 4 -{(lS^R)-H3,5-difluorobenzyI)- 
2-hydroxy-3-[(2-hydroxy-2- 
phenylemyl)ammo]piopyl} -5- 
methyl-N 3 ,N 3 - 
dipropylisophlhalaxnide 


MH+ = 
582 


447 


295 


"5-Me-PHTH" 


NX(lS,2R)-lK3 > 5-difluorobenzyl> 
3-{[(3R,5S)-3,5- 
ti1methoxycyclohe^l]arnmo}-2- 
hydtoxypropyl)-5-memyl-N 3 ,N 3 - 

dtpropyKsophthftlflTPide 


MH+ = 
604.2 


448 


296 


"5-Me-PHTH" 


dimethyl (lR,3S)-5-{[C2R,3S)-4- 

(3 r 5-difhiorophenyl)-3-({3- 

[(d^ropylainko)carbonyI]-5- 

memyIbeEzoyl}ammo)-2- 

hydroxybutyl]amino} - 1,3- 

cydohexanedicarboxylate 


MH+ = 
660.2 


449 


297 


"5-Me-PHTET 


(lR^S)-5-{[(2R,3S)-4-(3,5- 
difluorophenyI)-3-({3- 
[(dipropylamino)carbonyl]-5- 
memyIbenzoyl}ammo)-2- 
hydYoxybutylJaninio}- 1,3- 
cyclohexanedicarboxylic acid 


MH+- 
632.2 


450 


298 


M 5-Me-PHTH". 


N 1 -((lS,2R)-l-(3,5-di£luoiobenzyl>. 

2-hydroxy-3-{[(lR)-l- 
phenylpTopyI]ainmo}propyI)-5- 
methyl-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
580.8 


451 


299 


M 5-Me-PHTH" 


N'-[(lS>2R)-3-[(3- 
chlorobenzy!)arQmo]- 1-(3,5- 
difborobeiizyI)-2--hydroxypropyl]-5- 
methyl-N 3 ,N 3 - 
dipropylisophthalanTide 


MH+ = 
5863 


452 


300 


"-SOr" 


N-{(lS^R)-H3,5-difluorobenzyl)- 


MH+ = 
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EXA 


Column A 
Amine 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine (X) 


CohimiiD 

Physical 

Data 








2-hydroxy-3-[(3- 

methoxybenzyl)ammo]propyl} -3-[(2- 
propylpentyI)sulfonyl]benzamide 


603.2 


453 


Jul 


"5-Me-PHTH 77 


N l -lYlS_2RV3-rfn lMHDhenvTI-3- 
ylmemyl)amino]- 1-(3^- 
difluoit)ben2ylV2-hydroxypropyl]-5- 
memyl-N 3 ^ 3 - 

fifnr rmvt icrvnli tli a f srm 

UXj^ll VJJjrXXMJylltllolwllll^Xv 


MH+ = 
628.8 


454 


302 


"5-Me^PHTH" 


N'-KlS^KS^-d^iiorobeiizy^ 
2-hydroxy-3-[(3- 

iodobenzyl)2nimo]propyl}-5-methyl- 
N 3 ^ 3 -d^jropylisophthalamide 


MH+ = 
678 


455 


303 

JVJ 


«/""lVXC^X XX 1 XX 


N J -^nS2RVW3 5-difluorobenzvlV 

\\ tl>'}wA>r *^J|J *XXXXlXVl\JL>t«lXt»Jf LJ 

2-hydroxy-3-[(3- 

memy &eiizyl)amino]propyl} -5- 

metbyI-N 3 ,N 3 - 

dipropylisophliialaimde 


MH-f ~ 
566.8 




30d 


,7-IYIP-X XX 1 XX 


2-hydroxy-3-[(2- 

pbenylpropyl)anxino]propyl}-5- 

metiiyl-N 3 ^ 3 - 

fHnrrmvli <5nf>h th al anni d e 

vu lii uuj i iij*irifr i j m inn iimv 


MH+= ; 
694. . 


457 


305 


M 5-Me-PHTH" 


N 1 - {(lS^>H3,5-dmuorobenzyl)- 
2rhydroxy-3-[(U-miazol-5- 
ylmemyI)ainino]propyl}-5-methyl- 
N 3 >N 3 -dipTopylisopbthalamide 


559.5 


458 

"JO 


306 


"5-Me-PHTH" 

•J~AVX& > *X XX X XX 


N-tflS-TRVl-ft 5-difluorobenzvlV 
2-hydroxy-3-[(2- 
tiu^ylmelhyl)aniino]propyl} -5- 
me%l-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
558.5 


459 


307 


"5-Me-PKIH" 


N^{(lS^)-K3,5-^uor6ben2yl)- 
2-hyciroxy-3-[(5-methoxy-l ^,4- 
tetrahydn>l- 

naplu1ialenyl)ainino]propyl}-5- 
memyl-N 3 ^ 3 - 


MH+ = 
814 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 








dipiopylisophthalamide 




460 


308 


U 5-Me-PHTH" 


N^{(lS,m)-H3,5Kiifluoroben2yl). 
2-nydroxy-3-[(2- 

pyrazmylmemyl)amino]propyl}-5- 

me1hyl-N 3 ,N 3 - 

dipropyHsophthalamide 


MH+= 
554.3 


461 


309 


U 5-Me-PHTET 


N 4 -{(lS,2R)-l-(3,5-difluorobenzyl)- 
3-[(3,5-diffaoiobenzyi)ammo]-2- 
hydroxypropyl} -5-methyl-N 3 ,N 3 - 
dinropylisophfhalamide 


588.7 


462 


310 


"PHTET 


N^IClS^^-KU-beiizodioxot^- 
ylmemyI)amino]- 1 -benzyl-2- 
hydroxypropyl } -N 3 ,N 3 - 
dipropylisophthalamide 


546 


463 


311 


M 5-Me-PHTFT' 


N^iflS^l^^-difhiorobenzyl)- 
3-[(3,5-dimemoxybenzyl)amino]-2- 
hydroxypropyl} -5 -methyl-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ = 
612.4 


464 


312 ... 


"5-Me-pirnr 


N^ClS^-l^^-difluorobenzyl)- 
2-hydroxy-3-{[3- 

(trifhioromemyl)bcnzyl]amino}propy 

l>-5-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


MH+- 
620.3 


466 


314 


"5-Me-PHTH" 


RacemicN^ttlS^RJ-H^S- 
difluorobenzyI)-2-hydroxy-3 -[(7- 
methoxy- 1 ,2,3 ,4-tetrahydro- 1 - 
naphmdenyl)amino]piopyl} -5- 
methyl-N 3 ,N 3 - 
drprcpylisophthalamide 


MH+ = 
814 


467 


315 


tt 5-Me-PHTH M 


N4(lS^R>l-(3,5-diauorobenzyl> 
2-hydroxy-3-{[3- 

(trifluoromeohoxy)benzyl]amino}pro 

pyl>5-memyl-N 3 ^ 3 - 

dipropylisophthalamide 


MH+- 
636.3 


468 


316 


"5-Me-PHTH" 


N J -{(lS^R)-H3 t 5-dmuorobenzyl)- 
3-[(3-fmorobenzyl)anmio3-2- 


MH+ = 
5703 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Framing 
Agent (IX) 


Column C 

Substitued amine (X) 


CohnnnD 

Physical 

Data 








hydroxypropyl} -5-methyl->P,N J - 
dqxropy lisophthaJ ami de 




*tuy 


17 


j~vn&T XX X I~L 


N 1 - i( 1 S 7R V 1 -(?> 5-difhiOTobenzvn- 
2-hydroxy-3-[(3- 

isopropoxybeiizyl)aminolpropyl} -5- 

methyl-N 3 ,N 3 - 

d^ropylisophthalaniide 


MH+ = 
610.4 


Aid 




j-jvic^i m i rx 


n -^lOj^xv^-U-^ 
bromobenzyl)aniino]- 1 -{3 ,5- 
aMuorobenzyl)-2-hydroxypropyl]-5- 
memyl-N 3 ,N 3 - 
dipiopylisophthal amide 


MH+ = 
63L6 


4.71 




•J-lrXC-'XXA J. XX 


2-hydroxy-3- {[(5-memyl-2- 
l\iTyl)memyl]aimiio}propyl)--5- 
.methyl-N 3 ,N 3 - 
dipropylisophthalamide 


MH+ — 556 


472 


320 


"S-Me-PHTETl 


N 1 - {(lS^>l^,5-dLauorobenzyI)- 
2-hyoioxy-3-[(5-methoxy-l ,2,3,4- 

IC LL fUiJf UilT 1 

naphthalenyl)amino]propy 1} -5- 
methyl-N 3 ,N 3 - 
dipropylisophthalamide 
"isomer A" 


MH+-622 


473 


320 


"5-Me-PHTH" 


N l -{(1 S^l-(3,5-difluorobenzyl)- 
2-hydroxy-3-[(5-memoxy-l,2,3,4- 
(t^t i nbydn*" 1— 

n^hmalexiyl)amino]piopyl}-5- 
metbyl-N 3 ,N 3 - 
dipropyxisophthalaniide 
"isomer B" 


MIT = 622 



EXAMPLE 474 N'-KlS^R^l-benzyW-hydroxy-S^l^^-tetrahydro-l- 
naph^eoylamino)pn^yl]-N 3 ^I 3 -dipropylisophthalainide 
(X) 
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Following the general procedures of EXAMPLES 6 and 321-473 and making 
non-critical variations but starting with (2R,3S)-3-amino^-phenyl-l-(l^,3>4- 
tetrahydro-1 -naphthalenylamino-2-butanol (VIII) and using "PHTH", the title 
compound is obtained, MH* = 542,3 , 
5 EXAMPLES 475-483 

Following the general procedure of EXAMPLE 6 and making non-critical 
variations but starting with the amine (VIII) of Column A and reacting it with the 
amide forming agent (DC) of Column B, the substitute amine (X) of Column C is 
obtained 



EXA 


Column A 
Amine 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (EX) 


Column C 

Subsumed amine (X) 


Column D 

Physical 

Data 


475 


271 


"5-OMe-PHTH" 


N^KlS^S-Cbeiizylamino^Ha^- 
ujxiuoroDciizy i ) m z.-ny uiuAypiupy i 
methoxy-N 3 ,N 3 - 
dipropyhsophlhalamide 


MIT- 


476 


271 j 


"PHTH" 


N l -[(lS^)-3-(beii^laniino)-H3,5- 
uuiuuiuucnzy j j-z-nyuroxy pi upy ij- 
^^-dipmpylisophthalaimde 


MFT = 

SIR 0 


477 


271 


"5-C1-PHTH" 


N^KlS^RVS-Cben^laminoyHaiS- 
difluoTobenzyl)-2-hydroxypropyl]-5- 
chloTt^N^jN^^Tpropyli^sophfh^l^^^^ de 


MHT = 
572.1 


478 


271 


"3,5-pyridinyr 


N^[(lS^>3^enzylamino)-l-(3,5- 
difluoiobenzyl)-2-hydroxypropyl]- 
N^ 5 KlipTopyl-3,5- 
pyridanedicarboxamide 


MH T = 
539.5 


479 


271 


"5-F-PHTH" 


N4(lS^)-3<beii2yla^ 

difluoix^enzyl)-2-hydroxypropyIJ-5- 

fhmro-N 3 ,N 3 ^piopylisophthalaim 


MJT = 
5563 


480 


271 


"thienyl" 


N z -[(lS^)-3<benzylamino).l-(3 f 5- 
difluoroben^l)-2-hydroxypropyl]- 
N 5 ^hpropyl-2,5- 
Im'ophenedicarboxamide 


MIT = 
544.2 


481 


271 


'•2,4-pyridinyr 


^4(lS s m>3-(benzylammo)-l-(3,5- 
difhiorobenzyl)-2-hydroxypropyl]- 
N 2 ^ 2 -dipropyl-2,4- 
pyiidinedicaiboxamide 


MH" = 
539.3 
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EXA 


Column A 
Amine 

(vm) 

Compound 
of EXA 


Column B 
Amide Forming 
Agent (IX) 


Column C 

Substitued amine (X) 


Column D 

Physical 

Data 


482 


271 


"4,6- 

pyrimidinyl" 


^-[(lS^)-3<ben2ybiimio}-l-(3> 
dMuorobenzyl>2-hydroxypxopyl]- 
N^N dipropyl-4,6- 
pyrnnidmedicaiboxamide 


MH+ = 
540 


483 


271 


"moiphoEnyl" 


N-[(lS^R)-3-(benzylairiino)-l-(3,5- 
difluoiobenzyl)-24iydroxypiopyl]-3- 
(4-moq>nolinylco[bonyl)benzamide 


MH+ = 
552 



EXAMPLE 484 ^-{(lS^Eg-l-benzyW-hydroxy-S-tCS- 

methylbenzyl)ainino]propyl}-N 3 ^ 3 ^propylisophthalamide 

(X) 

5 Following the general procedures of EXAMPLES 4 and 14-107 and making 

non-critical variations but starting with tert-butyl l-(2-oxiranyl)-2- 
phenylethylcarbamate (V, commercially available) and NH2-CH2-phenyl-(3-CH3) 
(VI), the corresponding protected alcohol (VII) is obtained 

Following the general procedure of EXAMPLES 5 and 170-320 and making 
10 non-critical variations, the corresponding amine (VIE) is obt^ed. , ^ 

Following the general procedure of EXAMPLES 6 and 321-483 and making 
non-critical variations but using 'THTET (IX), the title compound is obtained, MH 4 " 
= 516. 



15 EXAMPLE 485 N I -{(lS,2R)-l-(3,5^fluorobenzyl)-2-hydioxy-3-[(3- 

methoxybenzyl)amino]propyl} -N 5 ,N 5 - 
dipropylpentanediamide (X) 
Following the general procedure of EXAMPLES 6 and making non-critical 
variations and using (2R,3S)-3-amino-4-(3,5-difluorophenyl>l-[(3- 
20 methoxybenzyl)amino]-2-butanol (VH3, EXAMPLE 5) with 5-(dipropylamino)-5- 
oxopentanoic acid (IX), the title compound is obtained, MH** = 534.2. 



EXAMPLE 486 . N 1 -[(lS^R)-3-{[(lR)-l-[(benzyloxy)methyl]-2- 
(isobutylammo)-2-oxoethyl]amm^ 
25 hydix>xypK)pyl]-5-methyl-N 3 ,N 3 -dipiopyUsophthalanii (X) 
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Following the general procedures of EXAMPLES 124, 280 and 432 and 
making non-critical variations but using the "R" C-terminal amine (VT), the title 
compound is obtained, MH* = 695. 

5 EXAMPLE 487 N l -((lS^R)-l-(3,5-difluon)benzyl)-2-hydroxy-3- {[(1R)-1- 

0hiydroxymethyl)-2-(isobutylamino)-2- 
oxoethyl]ainino}propyl)-5-methyl-N 3 J^ 3 - 
dipropylisophthalamide (X) 
Following the general procedures of EXAMPLES 128, 284 and 436 and 
10 making non-critical variations but using the <f R" C-terminal amine (VI), the title 
compound is obtained, MET" = 719. 

EXAMPLE 488 N^(lS,2RH-henzyl-2-hydro^ 
N 3 ,N 3 -dipropyHsophthalamide (X) 
15 Following die general procedures of EXAMPLES 96, 252 and 403 and 

making non-critical variations but using NH 2 -(CH2)4-CH3 as the C-terminal amine 
(VT), the title compound is obtained, MH* = 481. 

, EXAMPLE 489 N 1 -[(lS)-3-({2-[4<aminosulfonyl)phenyl]ethyl^ 
20 benzyl-2-hydroxypropyl]-N 3 ,N 3 ^ 

Following the general procedures of EXAMPLES 61, 217 and 368 and 
making non-critical variations but using racemic C-terminal amine (VI), the title 
compound is obtained, MH* « 595. 

25 

EXAMPLE 491 N 3 -{(lS^)-l-(3,5-^uorobenzyl>2-hydroxy-3-[(l,3- 
thiazol-5-ylmethyl)amino]propyl}-N 5 ^ 5 -dipropyl-3,5- 
pyridinedicarboxamide (X) 
Following the general procedure of EXAMPLE 457 and making non-critical 
30 variations and using (2R,3S)-3-amino-4-(3,5-di£luon)phenyl)-l-[(l,3-thiazol-5- 
ylmethyl)amino]-2-butanol (Vm, EXAMPLE 305) with "3,5-pyridinyl" as the 
amide forming agent (EX), the title compound is obtained. 
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EXAMPLE 492 3-B<^yl-N-{(lS,2RH-(3,5^uo^ 

[(3-methoxybenzyl)amiBo]propy]}berizamide (X) 
Following the general procedure of EXAMPLE 452 and making non-critical 
variations and using (2R,3S)-3-amino-4-(3,5-difluoroplienyl)--l-[(3- 
5 methoxybenzyl)amino]-2-butanol trifhioroacetate (VIE, EXAMPLE 5) and reacting 
it with phenyl-CO-phenyl-CO-OH (DC) where the attachment to the -phenyl- ring is 
1,3- for the carbonyl groups, the title compound is obtained, MH* = 545.2 

EXAMPLE 493 N-{(lS^R)-l-(3,5^difluorobenzyl)-2-hydroxy-3-[(3- 
10 methoxybenzyl)amino]propy]} [l,r-biphenyl]-3-caiboxamide 

(X) 

Following the general procedure of EXAMPLE 452 and making non-critical 
variations and using (2R,3S)-3-amino-4-(3,5-di£luorophenyl)-l-[(3- 
methoxyben2yl)amino]-2-butanol trifhioroacetate (VIII, EXAMPLE 5) and reacting 
15 it with phenyl-phenyl-CO-OH (IX) where the attachment to the middle -phenyl- 
ring is 1,3- for the carbonyl group and other -phenyl , the title compound is 
obtained, MH + = 517.2. 

^ \ EXAMM494 N^ttlS^RH-benzyl^-hydroxy-a-KS- 
20 methylben2yl)amino]pK)pyl}-N 3 ^ 3 ^propylisophthalamide 

(X) 

Following the general procedure of EXAMPLE 452 and making non-critical 
variations and using (2R,3S)-3-amino-4-(3,5-difluorophenyl)-l-[(3- 
methoxybenzyl)amino]-2-butanol trifluoroacetate (VIII, EXAMPLE 5) and reacting 
25 it with (OT 3 -(>OT2<3l2-)2N-CO--CCK)H (IX) where the attachment to the -phenyl 
- ring is 1,3- for the carbonyl groups, the title compound is obtained, MH 4 " = 570.3. 

EXAMPLE 495 N^KlS^R^-^enzylammo^HS^^uorobenzyl)^- 
hydroxypropyl]-N 3 -{2-methoxyethyl)-N 3 - 
30 propylisophthalamide (X) 

Following the general procedure of EXAMPLE 452 and making nonnaitical 
variations and using (2El,3S)-3-amino-l-(benzylainino)^-(3,5-difluorophenyl)-2- 
butanol (Vm, EXAMPLE 271) and reacting it with (CH 3r CH2-CH2-)(CH 3 -0-CH2- 
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CH 2 -)N-<:0-phenyl-CO-OH (EX) where the attachment to the phenyl- ring is 1,3- 
for the carbonyl groins, the title compound is obtained, MH* = 554.5. 



EXAMPLE 496 N-{(lS,2R)>l-(3,5-<iifluorobenzyi>2-hydioxy^-[(3- 
5 methoxybenzyl)amino]propyl}-3-ethoxybenzamide (X) 

Following the general procedure of EXAMPLE 452 and making non-critical 
variations and using (2R,3 S)-3-amina-4-(3 ,5 -difluorophenyl)- 1 - [(3 - 
methoxybenzyl)amino]-2-hutanol trifluoroacetate (Vm, EXAMPLE 5) and reacting 
it with CH 3 -CH 2 -Ophenyl-CO-OH (IX) where the attachment to the -phenyl- ring 
10 is 1,3- for the carbonyl and ethoxy group, the title compound is obtained, MH+ = 
485 



EXAMPLE 497 N>{(lS^R)4-(3,5^difluon)ben2yl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-2-n£qphtlLamide (X) 

Following the general procedure of EXAMPLE 452 and making non-critical 
1 5 variations and using (2R,3S)-3^arnino-4-(3 3 5-difluorophenyl)-l-[(3- 

methoxybenzyl)amino]-2-buianol trifluoroacetate (VIE, EXAMPLE 5) and 
reactinortfo position, tte^ 



EXAMPLE 498 ^-{(lS^^^^-iMuorobenzy^-hydroxy^-KlRV 
20 1 ,2,3,4-tetrahydro- 1 -nq>hthalenylamino]propyI}-5-methyl- 

N 3 ,N 3 -dipropyhsophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V, EXAMPLE 3), 1 A3,4-tetrahydro-l-naphthalenylamine 
25 (VI) and "5-Me-PHTET (IX), the title compound is obtained, MET* = 588. 

EXAMPLE 499 N l -[(lR>3-{[3,5-bis(tr^ 

difluorobenzyl)-2-hydroxypropy l]-5 -methyl-N 3 ,N 3 - 

dipropylisophthalamide (X) 
30 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS>2-<3,5-difluorophenyl)-l-[(2S)- 
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oxiranyljethylcarbamate (V, EXAMPLE 3), H 2 N-CH 2 : phenyl-(3,5- 
ditrifiuoromethyl) (VI) and "5-Me-PHTH" (DC), the title compound is obtained, 
MH* = 688. 



5 EXAMPLE 500 N l -((lS^R)-14>enzyl.3-{[2-fluoro-5- 

(trifluoromethyl)bejQ2yl] amino } -2-hydroxypropyl)-N 3 ,N 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 
10 H 2 N<H 2 -phenyl-(2-£luoio-5-trifluoromethyl) (VI) and "PITCH" (IX), the title 
compound is obtained, MH 4 * = 588. 
EXAMPLE 501 NM(lS,2R)-l-benzyl-3-[(2,3-dto 

hydroxypropyl}-N 3 ^ 3 -dipropylisophthalaimde (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
1 5 critical variations but using tert-butyl 1 -(2-oxiranyl)-2-phenylethylcarbamate (V), 
H 2 N-CH 2 -phenyl-(2,3-difIuoro) (VI) and *THTH" (IX), the title compound is 
obtained, MH 4 " = 538. 

EXAMPLE 502- N^lS^)-l4^1-3-{[3-fluoro-4^ 
20 (trifluoromefhyl)benzyl]amino} ~2-hydroxypropyl)-N 3 ,N 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate (V), 
H 2 N-CH2-phenyl-(3-fluoro-4-trifluoromethyl) (VI) and "PHUT (IX), the title 
25 compound is obtained, MH 4 " = 588. 

EXAMPLE 503 N 1 - {(lS,2R>l-benzyl-3^[(2,5-dijauorobenzyl)amino]-2- 
hydroxypropyl}-N 3 ,N 3 -dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
30 critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate (V), 
H^-CHa-phenyl^^-difluoro) (VI) and "PITCH" (IX), the title compound is 
obtained, MET** = 538. 
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EXAMPLE 504 N^lS^-l-benzyl-S^^^ 
(trifhioromethyl)be^ 
dipropylisophfhalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 
H 2 N-CHrphenyH3-fluoro-5-trifluoromethyl) (VI) and "PHUT (DQ, the title 
compound is obtained, = 588. 

EXAMPLE 505 N^(lS,2R)-l-benzyl-3-[(3 ,4-difluorobenzyl)amino]-2- 
1 0 hydroxypropyl} -N 3 ,N 3 -dipropyUsophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-{2-oxiranyl)-2-phenylethylcarbamate (V), 
H2N-CH 2 -phenyl-(3,4-difluoro) (VI) and "PHTTT (DQ, the title compound is 
obtained, MB* = 538. 

15 

EXAMPLE 506 N l -((lS,2R)-l-benzyl-3-{[4-fluoro-3- 
(trifluoromethyl)benzyl]amino}^^ 
dipropylisophfhalamide (X) 
Following the general procedure of EXAMPLES . 4, 5 and 6 and making non- 
20 critical variations but using tert-butyl lH[2-oxiranyl)-2-phenylethylcarbamate (V), 
H2N-CT 2 -phenyl-(3-trifIuoromethyl-4-fluoro) (VI) and "PHUT (IX), the tide 
compound is obtained, MH + = 588. 

EXAMPLE 507 N^(lS^R)-l-benzyl.3-{[2^hloro-5- 
25 (trifluoromethyl)benzyl]amino}-2-hydroxypropyl)-N 3 ^N 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 
H 2 N-CH2-phenyl-(2^hlon>-5-trifluorome1hyl) (VI) and "PHTH" (IX), the title 
30 compound is obtained, MH* = 605. 



EXAMPLE 508 N 1 -((lS^R>l-benzyl-3-{[4-chloro-3- 

(trifluoromethyl)benzyl]an^o}-2-hy<froxypropyl)-N 3 ^ 3 - 
dipropylisophthalamide (X) 
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Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl 1 -(2-oxiranyl)"2-phenylethylcarbamate (V), 
H2N-CH2-phenyK3-trifluoromethyl-4^cWoro) (VI) and "PHTH" (DQ, the title 
compound is obtained, MH* = 605. 

5 

EXAMPLE 509 N^(lS,2R>l-benzyl-3-(2,3-dih^^ 

hydroxypropyl]-N 3 ^ 3 -dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)~2-phenylethylcarbamate (V), 
10 H 2 N-(2,3-dihydro-lH-inden-2-yl) and <C PHTH" (IX), the title compound is obtained, 
MH* = 528. 



EXAMPLE 510 N 1 -{(lS)-l-benzyl-2-hydroxy-3-[(3- 

nitrobenzyl)amino]pix>pyl}^ (X) 
15 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxiranyl)-2-phenyletiiylcarbamate (V), 
H 2 N-CH 2 -phenyl-3-nitro (VI) and "PHTH" (IX), the title compound is obtained, 
MH f -547. 

20 EXAMPLE 511 N l -((lS,2R>l-benzyl-3-{[3- 

(difluoromethoxy)benzyl]amino} -2-hydroxypropyl)~N 3 ,N 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiraQyl)-2-phaiylethylcarbamate (V), 
25 H 2 N-CH 2 -phenyl-.3(-0-CHF 2 ) (VI) and "PHUT (IX), the title compound is 
obtained, MB* - 538. 

EXAMPLE 512 N^^lS^l-benzyl-S-^-ethoxybenzyOaniino]^- 
hydroxypropyl}-N 3 ^ 3 -^propylisophthalamide (X) 
30 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxiranyl)-2-phenyletbylcarbamate (V), 
HzN^rphmyKS-O-CHz-CHs) (VI) and "PHUT (IX), the title compound is 
obtained, MH 4 " «= 546. 
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EXAMPLE 513 N^(lS^>l-benzyl-2-hydroxy-3-{[(5-methyl-2- 
pyrazmyl)methyI]aniino}propyl>-N 3 ,N 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl l-(2-oxiranyl)-2-phenyletbylcarbamate (V), 5- 
methyl-2-methylaminoprazine (VI) and 'THTIf * (IX), the title compound is 
obtained, MH f = 518. 

EXAMPLE 514 N 1 - {(lS,2R)-l^en2yl-3-[(3-bromo^fluorobenzyl)aniino]-.2- 
1 0 hydroxypropyl} -N 3 ^ 3 -dipropyHsophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 
H 2 N-CH2-phenyl-(3-broino-4-fluoro) (VI) and "PHTH" (IX), the title compound is 
obtained, MH* = 599. 

15 

EXAMPLE 515 ^-{(lS^RH-aS-difluorob 

dimethylbenzyl) amino]-2-hydroxypropy 1} -5 -methyl-N 3 ,N 3 - 
dipropylisophthalamide (X) 
. ■ .""v-. Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
20 critical variations but using tert-butyl (lS>2-(3,5-difluoroph.enyl)-l-[(2S> 

oxiranyl]ethylcarbamate (V), H 2 N-CH 2 -phKiyl-(3,5-dimethyl) (VI) and "5-Me- 
PHTEF* (DC), the title compound is obtained, MH* = 580. 

EXAMPLE 5 16 ^-{(lS^-l^^-difluorobeirzyl^-KS- 
25 e&oxybenzyl)amino]-2-hydroxypropyl} -5-methyl-N 3 ,N 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophraiyl)-l-[(2S)- 
oxiranyI]efliylcarbamate (V), H 2 N-CH2-phenyl-(3-ethoxy) (VI) and ''5-Me-PHTH" 
30 (DQ, the title compound is obtained, MH 4 = 596. 



EXAMPLE 5 17 N 1 -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(2- 
phenoxyethyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide (X) 
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Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl] ethylcarbamate (V), H 2 N-CH 2 -CH2-0-phenyl (VI) and "5-Me-PHTH" 
(IX), the title compound is obtained, MH* = 582. 

5 

EXAMPLE 518 N 1 -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
isobutoxyben2yl)anuno]propyl}-5-methyl-N 3 ,N 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
10 critical variations but using tert-butyl (lS)-2-(3,5-diHuorophenyl)-l-[(2S)- 

oxiranyl]ethylcaibamate (V), H2N-CH 2 -phenyl-0-/-butyl (VI) and "5-Me-PHTH" 
(IX), the title compound is obtained, MH 4 " = 624. 

EXAMPLE 519 N 1 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hyQroxy-3-{[(4-meuiyl- 
15 l,3-thiazol-2-yl)me1hyl]amino}propyl)-5-methyl-N 3 ^ 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethyicarbamate (V), H 2 N-CH 2 -4-memyl-l,3-tmazol-2-yl (VI) and "5-Me- 
20 PHTH"(EX), the title compound is obtained, MH + = 573. 

EXAMPLE 520 N l -[(lS,2R)-3-(benzylanamo)-l-(3,5-difluoToben2yl)-2- 
hydroxypropyl]-N 3 -methyl-N 3 -propyUsophu^alamide(X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
25 critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcaibamate (V), HaN-CHrphenyl (VI) and (CH 3 -CH 2 -CH2-)(CH3-)N- 
CO-(CH 3 -)phenyl-CO-OH (DC) where the attachment to the -phenyl- ring for die 
cafbonyls is l-,3- and 5- for the methyl group, the title compound is obtained, MH* 
= 510. 

30 

EXAMPLE 521 N^(lS,2R)-3-(benzylannno)-l-(3,5-difluorobenzyl)-2- 
hydroxypropyl]-N 5 ,N 5 -dipropyl-2,5-fu^ 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3^-difluorophenyl)-l-[(2S)- 



WO 02/02512 PCT/US01/21012 

192 

oxiranyljethylcarbamate (V), H 2 N-CH r phenyl (VI) and (CH 3 -CM 2 -CH2-)2N-CO- 
(2,5-fiiranyl)-CO- (DC), the title compound is obtained, MH* = 528. 

EXAMPLE 522 N 3 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydioxy-3- {[3- 
5 (triftaoromethylJbenzyllaminoJpropyl^^jN^propyl-SjS- 

pyridinedicarboxamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V), H 2 N-CH 2 -phenyl-3-trifluoromethyl (VI) and "3,5- 
10 pyridinyi" (IX), the title compound is obtained, MH* = 607. 

EXAMPLE 523 N 3 -{(lS,2RH-(3,5-difluorobei^ 

l-phenylethyl)aiidno]propyl}-N 5 ^[ 5 -dipropyl-3,5- 
pyridinedicarboxamide (X) 
15 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl>l-[(2S)- 
oxiranyl]ethylcarbamate (V), H 2 N-C( : CH3)2-phenyl (VI) and "3,5-pyridinyr (IX), 
the title compound is obtained, MH* = 567. 

20 EXAMPLE 524 N^(lS,m)-i^ 

hydroxypropyi]-5-methyl-N 3 ,N 3 -dipn)pyUsophthalamide (X) 
Following the general procedure of CHARTs 
A, C and D and EXAMPLES 165-168 and making non-critical variations, but using 
tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)-oxiranyl]ethylcarbamate (V) and "5- 
25 Me-PHTET (EX), the title compound is obtained, MH* - 462. 

EXAMPLE 525 N l -{(lS^R)-l-(3,5-difluorobenzyl)-3-[(l,2- 

diphenylethyl)amino]-2-hyc^ 

dipropylisophthalamide (X) 
30 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethyIcarbamate (V), NH 2 -CH0-CH r phenyI (VI) and "5-Me-PHTH" (IX), 
the title compound is obtained, MH 4 * = 642. 
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EXAMPLE 526 N^fClS^^^.S-iMuorobenzyQ^-hydroxy^-K?- 

methoxy-l^,3,4-tetrahydro-l -naphthalenyl)amino]propyl} -5- 
mettiyl-N 3 ^N 3 -dipropylisophthalamide, isomer A (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcaibamate (V), 7-methoxy-l 5 2,3,4-teti^ydro-l-naphthalenylamine 
(VI) and "5-Me-PHTH" (IX), the title compound is obtained, MH^ = 622. 

EXAMPLE 527 N 1 -{(lS,2R)-l<3,5-difluorobenzyl)-2-hydroxy-3-[(7- 
1 0 methoxy^ ,2,3,4-tetrahycko- l-naphthalenyl)ammo]propyl} -5- 

methyl-N 3 ,N 3 -dipropylisophthalamide, isomer B (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcaAamate (V), 7-methoxy-l,2,3,4-teti^ydro-l-n^)hthalenylamine 
15 (VI) 

and "5-Me-PHTH" (DQ, the title compound is obtained, MH* = 622. 

EXAMPLE 528 BenzyKIS, 2R>3-azido- l-(3,5-difluorobenzyl)-2- 
hydroxypropylcarbamate (XD) ; 
20 Following the general procedure of EXAMPLE 165 and making non-critical 

variations but starting with benzyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcaibamate (V, EXAMPLE 13), the title compound is obtained. 

EXAMPLE 529 N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
25 methoxybenzyl)amino]propyl} -3-(dimethylamino)benzamide 

(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3-dimethylaminobenzoic acid (IX), the title 
30 compound is obtained, MH* = 448. 



EXAMPLE 530 



N-[(lS^)-l-benzyl-2-hydrox^ 

methoxybenzyl)amipo]propyl]-2-methyl-lH-beTi7imida7^1^ 
5-caiboxamide (X) 
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Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyI)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 2-methyMH-benzimidazole-5-carboxylic acid (DC), 
the title compound is obtained, MH + = 459. 

5 

EXAMPLE 531 3-(aminosulfonyl)-N-{(l^^ 

methoxybenzyl)amino]propyl} -4-chlorobenzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
10 critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VT) and 3-(aminosulfonyl)-4-chlorobenzoic acid (EX), the 
title compound is obtained, MH* = 519. 



EXAMPLB 532 N-{(lS^R>l-benzyi-2-hydroxy-3-[(3- 
15 methoxybenzyI)amino]propyl}-3-cyanobenzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3-cyanobenzoic acid (IX), the title compound is 
obtained, MH* = 430. ../-lit'.. 
20 ' 

EXAMPLE 533 N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxyben2yI)amino]- propyl} -4-chloro-3-nitrobenzamide 
(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
25 critical variations but using tert-butyl 1 -(2~oxiranyl)-2-phenylethylcaibamate (V), 3- 
methoxybenzylamine (VI) and 4-cMoro-3-nitrobenzoic acid (IX), the title compound 
is obtained, MH + = 484. 



EXAMPLE 534 Methyl 3-[({(lS^R)-l-bCTzyl-2-hydroxy-3-[(3- 
30 methoxybenzyl)amino]propyl} amino)carbonyl]-5- 

nitrobenzoate.(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate (V), 3- 
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methoxybenzylamine (VI) and 3-nitro-5<methyl-0-C(>>ph^yl^O-OH (IX), the 
title compound is obtained, MH* = 508. 

EXAMPLE 535 tert-butyl 3-[({(lS,2R)4^benzyl-2-hydroxy^3-[(3- 



Following the general procedure of EXAMPLES 4, 5 and 6 and making 
non-critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate 
(V), 3-methoxybenzylamine (VI) and 3-(/-butyl-0-CO-MI)-phenyl-CO-OH (DC), 
10 the title compound is obtained, MET 1 " = 520. 

. EXAMPLE 536 N-[(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl]-9, 1 Q-dioxo-9, 1 0-dihydro-2- 
anthourancenylcaiboxamide (X) 
15 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 9,10-dioxo-9 ) 10-dihydro-2-anthourancenyIcarboxylic 
acid (EX), the title compound is obtained, MH* - 535. 

20 EXAMPLE 537 N-[(lS,2R)^l-benzyI-2-hydroxy-3-[(3- 

methoxybenzyl)aminoJpropyl]-lH-l ,2,3-benzotriazole-6- 
caiboxamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
25 methoxybenzylamine (VI) and 1H- 1 ,2,3 -benzotriazolyl-6-carboxyli c acid (IX), the 
title compound is obtained, MH* = 446. 



Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyI>2-phenyletbylcarbamate (V), 3- 
methoxybenzylamine (VI) and 4-(3-methyl-5-oxo-4,5-dihydro-lH-pyrazol-l- 
yl)benzbic acid (IX), the title compound is obtained, MH* = 501 . 



5 



methoxybenzyl)amino]piopyl} amino)carbonyl] 
phenylcaibamate (X) 



30 



EXAMPLE 538 



N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)ainino]propyl}-4-(3-methyl-5-oxo-4,5- 
dihydro-lH-pyrazol-l-yl)benzamide (X) 
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EXAMPLE 539 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]- propyl} -lH-indole-5-carboxamide 
(X) 

5 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l<2<ixiranyl)-2«phenyletiiylcaibamate (V), 3- 
methoxybenzylamine (VI) and indole-5-caiboxylic acid (TLX), the title compound is 
obtained, MH* = 444 

10 EXAMPLE 540 N- {(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

metboxybenzyI)amino3propyl} -3-fluoro-5- 
(M£luorome%l)benzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
15 methoxybenzylamine (VI) and 3-fluoro-5-(trifluorome11iyl)bm2oic acid (IX), the 
title compound is obtained, MET** = 491. 

EXAMPLE 541 N-{(lS,2R).l-benzyl-2-hydroxy-3-[(3- 
. methoxybenzyl)amino]- propyl} -3- 

20 (trifluoromethyl)benzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3-(trifluoromethyl)benzoic acid (IX), the title 
compound is obtained, MH* = 473. 

25 

EXAMPLE 542 N-{(lS,2R)-l-benzyl-2-hydioxy-3-[(3- 

methoxybenzyl)amino]- propyl}-4-(butylainino)benzamide 
(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
30 critical variations but using tert-butyl H2-oxiranyl>2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 4-(butylamino)benzoic acid (IX), the title compound 
is 

obtained, MH + = 476. 
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EXAMPLE 543 N-{(lS^R)-l-benzyl-2-hydioxy-3-[(3. 

methoxyben2yl)amino]- propyl} -3- 
(trifluoromethoxy)benzaniide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3-(tri£luoromethoxy)benzoic acid (IX), the title 
compound is obtained, MH* = 489. 

EXAMPLE 544 N-{(lS^R>-Ubenzyl-2-hydK)xy-3-[(3- 
1 0 methoxybenzyl)amino]- propyl} -3,5-dimethoxybenzamide 

(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate (V), 3- 
methoxybenzylamine (VI) and 3,5-dimeihoxybenzoic acid (IX), the title compound 
15 is obtained, MH* = 465. 

EXAMPLE 545 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]- propyl} -3 ,5-dimethyIbenzamide (X) 

20 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxiranyi)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3,5-dimethylbenzoic acid (IX), the title compound is 
obtained, MH* = 433. 

25 EXAMPLE 546 N-{(lS^R)-l-benzyl-2-hyc[roxy-3-[(3- 

methoxybenzyl)amino]- propyl} -3,5-difluorobenzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcaibamate (V), 3- 
30 methoxybenzylamine (VI) and 3,5-difluorobenzoic acid (IX), the title compound is 
obtained, MH* = 441. 
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EXAMPLE 547 N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]- propyl} -3 ,5-dichlorobenzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl 1^2-oxiranyl)-2-phenylethylcarbainate (V), 3- 
methoxybenzylamine (VI) and 3,5-dichlorobenzoic acid (EX), the title compound is 
obtained, MH f = 474. 

EXAMPLE 548 N-.{(lS,2R)-l-benzyl-2.hydroxy-3-[(3- 
10 methoxyben2yl)amino]- propyl} -4-(benzyloxy)benzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 4-(benzyloxy)benzoic acid (EX), the title compound 
15 is obtained, MH* - 511. 

EXAMPLE 549 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]- propyl} -l,3-benzodioxole-5- 
carboxamide (X) 

20 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and l,3-benzodioxole-5-carboxylic acid (IX), the title 
compound is obtained, MH*" = 449. 

25 EXAMPLE 550 3-(acetylamino)-N-{(lS s 2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}benzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 3-(acetylamino)benzoic acid (IX), the title compound 
30 is obtained, MH* = 462. 



EXAMPLE 551 4-(acetylamino)-N-{(lS^)-l>benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}benzamide (X) 
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Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l«(2K>xiranyI>2-plienylethylcarbarnate (V), 3- 
methoxybenzylamine (VI) and 4-(acetylamino)benzoic acid (EX), the title compound 
is obtained, MH* = 462. 

5 

EXAMPLE 552 N l -((lS,2RH-(3,5-d^ 
isoxazolyl)me1hyI]ainino 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
10 critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcarbamate (V, EXAMPLE 3), 3,5-dimethyl-4-isoxazolylmethyIamine 
(VI) and "5-Me-PHTH" (IX), the title compound is obtained, MH* = 571 .3. 

EXAMPLE 553 N ] -{(lS^R)-l-(3,5Kimuorobenzyl)-2-hydroxy-3-[(3- 
15 phenylpropyl)amino]propyl} -5-methyl-N 3 ,N 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophCTiyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V, EXAMPLE 3), 3-phenylprppyDamine (VI) and "5-Me- 
20 PHTH" (IX), the title compound is obtained, MH* = 580. 

EXAMPLE 554 N^(lS,2R)-l-(3,5-dmuoroben^^ 

furylmethyl)amino]-2-hydroxypropyl}-5-methyl-N 3 ^ 3 - 
dipropylisophthalamide (X) 
25 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiianyl]ethylcarbamate (V, EXAMPLE 3), 3-furylmethylanaine (VI) and "5-Me- 
PHTH" (IX), the title compound is obtained, MH* = 542. 

30 EXAMPLE 555 N ! -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3- 

[(tetrahydio-3-fiiranylmethyQ 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
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oxiranyl]ethylcarbamate (V, EXAMPLE 3), (teti^ydio-3-furanylme%l)amine (VI) 
and "5-Me-PHTH" (IX), the title compound is obtained, MH 4 " = 546. 



EXAMPLE 556 N 1 ^(lS^>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

5 propoxybenzyQaminoJpropylJ-S-methyl-NV- 

dipropylisophthalamide (X) 
Following me general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V, EXAMPLE 3), (3-propoxybenzyl)amine (VI) and "5- 
10 Me-PHTH" (IX), the title compound is obtained, MH* = 610. 

EXAMPLE 557 N J -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(2- 
pyridinylmethyl)amino]propyl} -5 -methyl-N ,N - 
dipropylisophthalamide (X) 
15 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS>2-(3,5-difluoiophenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V, EXAMPLE 3), (2-pyridinylmethyl)amine (VI) and "5- 
Me-PHTH" (EX), the title compound is obtained, MH* = 553. 

20 EXAMPLE 558 N^(lS,2R)-3-(benzylan^ 

hydit)xypropyl]-5-hydroxy-N 3 ,N 3 -dipropylisophthalamide(X) 



Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
25 oxiranyl]ethylcarbamate (V, EXAMPLE 3), benzylamine (VI) and 5-hydroxy-N,N- 
dipropylisophthalic acid (IX), the title compound is obtained, ME? = 554. 

EXAMPLE 559 N 1 -((lS^)-H3,5-dmuoK)benzyl)-2-hydroxy-3- {[1-methyl- 
l-(3-methylphenyl)ethyl]amino}propyl)-5-methyI-N 3 ,N 3 - 
30 dipropylisophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl>l-[(2S)- 
oxiranyl]ethyIcarbamate (V, EXAMPLE 3), [l-methyl-l-(3- 
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methylphenyl)ethyl]ainine (VI) and "5-Me-PHTH" (EX), the title compound is 
obtained, MH + = 594. 



EXAMPLE 560 ^-{(lS^HS^-difluoiobenzyl^-hydroxy-S-tClS)- 
5 1 ,2,3,4-tetrahydro- 1 -naphthaienylaminojpropyl} -5-methyl- 

N 3 ,N 3 -dipn>pylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non 
critical variations but using tert-butyl (lS)-2-(3,5-difluoiophenyl)-l-[(2S)- 
oxiranyi]ethylcatbamate (V, EXAMPLE 3), (lS)-l,2,3,4-tetrahydio-l- 
10 naphthalenylamine (VI) and "5-Me-PHTH" (DC), the title compound is obtained, 
MB* = 592. 



EXAMPLE 561 N^KlS^-l^S^-difluorobenzylH-^.S- 

dimethylbenzyl)amino]-2-hydroxypropyl}-5-methyl-N 3 ^N 3 - 
1 5 dipropylisophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcaibamate (V, EXAMPLE 3), 2,5-dimethylbenzylamine (VI) and "5- 
.- Me-PHTH" (DQ, the title compound is obtained, MH* = 580. 

20 

EXAMPLE 562 N4(lS^>3-{[2<Jdo^ 

1 -(3 ,5 -difluorobenzyl)-2-hydrox^ 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non 
25 critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcarbamate (V, EXAMPLE 3), 2-chloro-5-trifluorobenzylamine (VI) 
and "5-Mo-PHTH" (DQ, the title compound is obtained, MH + = 654. 

EXAMPLE 563 N l -{(lS^R)-l-(3,5-dmuorobenzyl>2-hydroxy-3-[(2- 
30 hydioxy-5-methylben2yl)amino]propyl}-5-methyl-N 3 ^ 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non 
critical variations but using tert-butyl (lS)-2-<3,5-difluorophenyl)-l-[(2S> 
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oxiranyljethylcarbamate (V, EXAMPLE 3), 2-hydroxy-5-methylbenzylamine (VI) 
and "5-Me-PHTH" (EX), the title compound is obtained, MH* = 582. 



EXAMPLE 564 N^(lS^R)-H3,5^uorobenzyl)-2-hydroxy-3-{[(lS,2R)-2- 
5 hydroxy-2,3-dihydro-lH-inden4-yl]^ 
dipropylisophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyljelhylcarbamate (V, EXAMPLE 3), [(lS,2R)-2-hydroxy-2,3-dihydro-lH- 
10 inden-l-yl]amine (VI) and "5-Me-PHTH" (IX), the title compound is obtained, MET 
= 594. 



EXAMPLE 565 N l -{(lS^R>lK3,5^uorobenzyl)-3^(lR)-23-^ydro-lH- 
mden- 1 -yIamino]-2-hydroxypropyl} -5-methy 1-N ,N - 
15 dipropylisophthalamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical Variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyljethylcarbamate (V, EXAMPLE 3), (lR)-2,3-dihydro-lH-inden-l-ylamine 
(VI) and "5-M^PHTH" (IX), the title compound is obtained, MH* = 578. 

20 

EXAMPLE 566 5-cMoro-N^{(lS,2R).H3,5-difluorobenzyl)-2-hydro 
[(l-methyl-l-phenylethyl)amino]propyl}-N 3 ^I 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
25 critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S> 

oxiranyl]ethylcarbamate (V, EXAMPLE 3), (l-methyH-phenylethyl)amine (VI) 
and "5-C1-PHTH" (EX), the title compound is obtained, MH 4 = 601. 

EXAMPLE 567 N^(lS,2R)-3-[(l-benzofiHan^^^ 
30 difluorobenzyl>2-hydroxypropyl]-5-methyl-N 3 ^I 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
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oxiranyl]ethylcaibamate (V, EXAMPLE 3), (1 -ben2»furan-2-yImethyl)amine (VI) 
and "5-Me-PHTET (IX), the title compound is obtained, MH* - 592. 



EXAMPLE 568 N 1 -[(lS,m)-3-{[(lR)-l.(3-bromophenyi)ethyl]ainino}-l- 
5 (3,5-difluoroben2yl)-2-hydroxypropyl]-5-methyl-N 3 ,N 3 - 

dipropylisophthalamide (X) 
Following (he general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluoit>phenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V, EXAMPLE 3), (lR)-l-(3-bromophenyI)e%l]ainine 
10 (VI) and "S-Me-PHIH" (IX), the title compound is obtained, MH 4 * = 645. 

EXAMPLE 569 N a -{(lS,2R>l-(4-fluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-5-methyl-N 3 ^ 3 - 
dipropylisophthalamide (X) 
1 5 Following (he general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS)-2-(4-fluorc>phenyl)-l-[(2S)- 
oxiranyl]ethylcarbamate (V), 3-iodobenzylamine (VT) and "5-Me-PHTH" (IX), the 
title compound is obtained, MH* = 660. 

20 EXAMPLE 570 N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)an^o]prc^yl}-3-(^ 
methylbenzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
25 methoxybenzylamine (VI) and 3-(hutyl(butyiyl)amino]-5-methyIbenzoic acid (EX), 
the title compound is obtained, MH* = 560. 

EXAMPLE 571 N l -{l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)ainino]propyl}-4-methyl-N 3 ^J 3 - 
30 dipropylisophthalamide (X) 

Following die general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 4-methyl-N,N-dipropyIisophthalic acid (DC), the title 
compound is obtained, MH* = 546. 
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EXAMPLE 572 N 3 -{l-benzyl^2-hydroxy-3-[(3- 

methoxybenzyQaniiolpxopy^-^metiiyl-N 1 ^ 1 - 
dipropylisophthalamide (X) 
5 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl l-(2-oxkanyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and 4-methyl-N,N-dipropyIisophthalic acid (IX), the title 
compound is obtained, = 546. 

10 EXAMPLE 573 ^-{(IS^-l^^-difluorobenzyl^-hydroxy-S-KS- 

methoxybenzyl)amino]propyl}-4-methyl-N ,N - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2^3,5-difluon)phenyl)-l-[(2S)- 
15 oxiranyljethylcarbamate (V), 3-methoxybenzylamine (VI) and 4-methyl-N 3 N- 
dipropylisophthalic acid (IX), the title compound is obtained, MH** = 582. 

EXAMPLE 574 N- {(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]pi^ 
20 carboxamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl l-(2-oxiranyl)-2-phenylethylcarbamate (V), 3- 
methoxybenzylamine (VI) and l-butyl-lH-indole-6-carboxylic acid (IX), the title 
compound is obtained, MET* = 500. 



25 



EXAMPLE 575 N l 4(lS,2R>3-anilino-l-(3,5-4ifluorobenzyl)-2- 

hydroxypropyl] -5-methyl-N 3 ,N 3 -<lipropylisophthalamide (X) 



Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
30 critical variations but using tert-butyl (lS>2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyQethylcaibamate (V), aniline (VI) and and "5-Me-PHTH" (DQ, the title 
compound is obtained, MH* = 538. 
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EXAMPLE 576 5-bix>ma-N l -[(lS,2R>3-[(3-bromobenzyl)amino]4<3,5- 
difluorobenzy^^-hydroxypropyll-N 3 ^ 3 - 
dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
5 critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]efhylcarbamate (V), 3-bromobenzylamine (VI) and 5-bromo-N,N- 
dipiopylisophthalic acid (IX), the title compound is obtained, MH 4 " = 696. 



EXAMPLE 577 N-{(lS^R>l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
1 0 iodobenzyl)amino]propyl} -4-methylpentanamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyljethylcaibamate (V), 3-iodobenzylamine (VI) and 4-methylpentanoic acid 
15 (DQ, the title compound is obtained, MH* = 531. 

EXAMPLE 578 N-{(lS,2R)-l-(3,5^uorobei^ 

iodobenzyl)amino]propyl}-3-meAylpentanamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
20 critical variations but using tert-butyl (1 S)-2-(3,5-difluorophenyl)-l-[(2S)- 

oxiranyl]ethylcaibamate (V), 3-iodobenzylamine (VI) and CH^-CH2-CH(CH 3 -)- 
CH 2 -CO-OH (DQ, the title compound is obtained, MH 4 " = 531. 

EXAMPLE 579 N^(lS£R)-l-(3,5-dmuoroben^ 
25 hydroxybrazyOammoJpropylJ-S-methyl-N 3 ^ 3 - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)- 
oxiranyl]ethylcaibamate (V), 3-hydroxybenzylamine (VI) and "5-Me-PFTH" (IX), 
30 the title compound is obtained, MH 4 " = 568. 



EXAMPLE 580 tert-butyl (lS)-l-(3,5-difluorobenzyl>3-[(3- 

methoxybenzyl)ainino]-2-oxopropylcarbamate (XI) 
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tert-butyl (1 S)-3-bromo- 1 -(3,5-di£luorobenzyl)-2-oxopropylcarbamate (HI, 
EXAMPLE 1, 1 equivalent) is dissolved in isopiopanol and treated with 3- 
methoxybenzylamine (VI, 5 equivalents). The reaction is heated at reflux for 2 
hours and monitored by TLC for disappearance of the ketone (EI). Upon 
5 completion, the reaction is concentrated to dryness under reduced pressure and 
partitioned between equal parts water and ethyl acetate. The organic phase is 
extracted, washed two additional times with water, then saline, then dried over 
anhydrous sodium sulfate, filtered and concentrated under reduced pressure. The 
crude material is purified by column chromatography on silica gel to give the title 
10 compound. 

EXAMPLE 581 tert-bvtyl (lS^R)-3-amino-l-<3,5-difluorobaizyl)-2- 
hydroxypropylcaibamate (Xlil) 
terf~butyl-(lS, 2R)-3-azido-l-(3,5-difluorobenzyl>2- 
15 hydroxypropylcarbamate (XII, EXAMPLE 165, 1 equivalent) is dissolved in 

methanol and treated with 10% palladium on carbon under hydrogen (50 psi). The 
reaction is shaken at 20-25 degrees C for 2 hours, filtered through a diatomaceous 
earfhpad, and concentrated under reduced pressure to dryness. The crude material is 
purified by column chromatography on silica gel to give the title compound. 

20 

EXAMPLE 582 Benzyl (lS,2R>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)ainino]propylcarbamate (VH) 
A mixture of benzyl (lS)-l-[(2S)-oxiranyl]-2-phenylethylcarbamate (V, 0.22 

g, 0.74 mmol), 3-methoxybenzylamine (VI, 0.13 g, 0.92 mmol), and ethanol (2 mL) 

25 is stirred at reflux for 2.3 hours and then cooled and concentrated undo- reduced 

pressure. The residue is chouromatographed (silica gel; 

methanol/dichloromethane/amnioniiim 

hydroxide, 4/96/trace) to give the title compound, MS m/z at (m + H) + = 435.2. 

30 EXAMPLE 583 Benzyl (lS^R)-l-benzyl-2-hydroxy-3-(tert-butylcaibamoyl)- 

3-[(3-methoxybenzyl)amino]propyl-carbamate (XXXIV) 
A mixture of benzyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl-caAamate (VII, EXAMPLE 582, 9.00 g, 21.0 mmol), 
di-terf-butyl dicarbonate (5.00 g, 23 mmol), sodium carbonate monohydrate (3.12 g, 
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25 mmol), THF (200 mL), and water (100 mL) is stirred at 20-25 degrees C for 2 
hours. THF is removed under reduced pressure and the residue is partitioned 
between ethyl acetate and water. The organic layer is then washed with saline, dried 
over anhydrous sodium sulfate, filtered, and concentrated. Column chromatography 
5 (silica gel; methanol/dichloromefhane, 1/99) gives the title compound, NMR (300 
MHz, CDC1 3 ) delta7.26, 6.79, 5.00, 4.42, 3.89, 3.78, 3.44, 3.28, 2.91, 1.49; MS 
(ESI+) for C31H38N2O6 m/z (M+H) + = 535.3. 



EXAMPLE 584 fert-Butyl (2R,3S>3-amino-2-hydroxy-4-phenylbutyl(3- 

1 0 methoxybenzyl)carbamate (XXXV) 

A suspension of benzyl (1 S,2R)- l-benzyl-2-hydroxy-3-(tert- 
butylcarbamoyl) -3 - [(3 -methoxybenzyl)amino]propyl-carbamate (XXXIV, 
EXAMPLE 583, 10.2 g, 18.6 mmol) and palladium on carbon (5%, 1.00 g) in 
ethanol (100 mL) is shaken in a hydrogenation apparatus under hydrogen (50 psi) 

15 for 2 hours. Then the mixture is filtered through diatomaceous earth and 
concentrated. The concentrate is chromatographed (silica gel; 
methanol/dichloromethane, 5/95) to give the title compound, NMR (CDC1 3 ) 5 1.50, 
2.46, 2.92, 3.04, 3.42, 3.52, 3.72, 3.82, 4.49, 6.83, 7.19 and 728; MS (BSI+) for 
I C23H32N2O4 m/z (M+H) + = 401.3. 

20 

EXAMPLE 585 tert-butyl (2R,3S)-3-({3-cyano-5- 

[(dipropylamino)carbonyl]benzoyl} amino)-2-hydroxy-4- 
phenylbutyl(3-methoxybenzyl)caibamate (XXXVI) 
To a mixture of 3-cyano-5-[(dipropylamino)carbonyi]benzoic acid 
25 (K/XXXII, PREPARATION 7, 0.086 g, 0.314 mmol) and tert-butyl (2R,3S>-3- 
aminO"2-hydroxy-4-phenylbutyl(3-methoxybenzyl)carbamate (XXXV, EXAMPLE 
584, 0.126 g, 0.314 mmol) in dichloromethane (0.3 mL) is added 
diethylcyanophosphonate (0.062 g, 0.330 mmol) and triethylamine (0.032 g, 0.316 
mmol). The mixture is stirred at 20-25 degrees for 65 hours and then partitioned 
30 between dichloromethane and saturated aqueous sodium bicarbonate. The organic 
phase is separated and dried over sodium sulfate and concentrated. The residue is 
chromatographed (silica gel, 20 mL; methanol/dichloromethane, 5/95) to give 
several mixed fractions, which are combined and rechromatographed (silica gel; 
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acetone/hexane, 20/80) to give the title compound, MS (ESI+) for CagHLigN^ m/z 
657.6 (M+H) + = 657.6; (M+Na) = 679.5 and (M-C4H9O2) - 557.5. 



EXAMPLE 586 N l -{(lS^R)-l^benzyl-2-hydioxy-3-[(3- 
5 methoxybenzyl)amino]propyl } -5 -cyano-N 3 ,N 3 - 

dipropylisophthalamide hydrochloride (X) 
A mixture of terf-butyl (2R,3S>3-({3-cyano-5- 
[(dipropylamino)caibonyl]benz^^ 

methoxybenzyl)caibamate (XXXVI, EXAMPLE 585, 0.080 g, 0.122 mmol), 
10 dichloromethane (1 mL), and methanol saturated with hydrochloric acid (1 mL) is 
stiired for 8 hours, after which time the solvents are removed under reduced 
pressure. A few drops of methanol, followed by ether, gives the title compound, MS 
(ESI+) for C33H40N4O4 m/z (M+H) + = 557.5 

15 EXAMPLE 587 N l -{(lS,2R>l-Benzyl-2-hydroxy-3-[(3- 

methoxyben2yl)amino]propyl} -N 3 ,N 3 -dipropyM ,3 ,5- 
benzenetricarboxamide (X) 
To a mixture of 3^aminocarbonyl)-5-[(dipropylamino)carbonyl]benzoic acid 
(EX, PREPARATION 6, 0.18 g, 0.616 mmol) in dry DMF (16 mL) is added EDC 

20 (0.182 g, 0.9 mmol), HOBT (0.127 g, 6.9 mmol), triethylamine (0.062 g, 0.616 

mol), and (2R,3S)-3-amino-l-[(3-methoxybenzyl)amino]-^phenyl-2-butanol (VIII, 
EXAMPLE 175, 0.185 g, 0.616 mmol). The mixture is stirred at 20-25 degrees C 
for 3 days. The mixture is partitioned between water and ethyl acetate. The phases 
are separated and the organic phase is washed three times with water. The organic 

25 phase is dried over anhydrous magnesium sulfate, filtered and concentrated. 

Column chromatography (silica gel, 75 mL; methanol/methylene chloride, 10/90) 
gives the title compound, IR (diffuse reflectance) 3306, 3301 , 3270, 2962, 1 676, 
1667, 1663, 1645, 1638, 1627, 1615, 1550, 1537, 1450 and 1439 cm* 1 ; NMR 
(CDCI3) 8 0.645, 0.968, 1.20, 1.43, 1.67, 2.8, 2.97, 3.38, 3.47, 3.73, 3.87, 4.31, 6.78, 

30 6.91, 7.23, 7.72, 7.87, 8.22 and 8.43. 



EXAMPLE 588 1- fert-butyl (lS^R>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]piopylcaibamate (VII) 
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terf-Butyl (lS)-2^3,5^uorophenylH-P^ (V, 
EXAMPLE 3, 1.75 g, 5,8 nmiole) is mixed with isopropanol (30 ml). The reaction 
flask is charged with 3-iodobenzylamine (VI). The reaction mixture is heated to 
reflux for 45 minutes, HPLC analysis indicates complete disappearance of the 
5 epoxide (V). The reaction mixture is concentrated under reduced pressure and the 
residue is partitioned between ethyl acetate (150 ml) and aqueous hydrochloric acid 
(3%, 35 ml). The organic phase is separated and washed with aqueous hydrochloric 
acid (3%, 20 ml), bicaibonate, saline and dried over sodium sulfate. Concentration 
under reduced pressure gives the title compound, M + H = 535. 

10 

EXAMPLE 589 l-9H-fluoren-9-ylmethyl (2R,3S)-3-(3-t- 
butyloxycaibonyl)ammo-4^3,5-^ 
hydroxybutyKS'-iodobaizyOcarbamate hydrochloride 
(XXXIV) 

15 1- terf-butyl (lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3« 

iodobenzyl)amino]propylcarbamate (VII, EXAMPLE 588, 2.5 g, 4.7 mmole) and 
triethylamine (0.72 ml, 5.1 mmole) in THF (10 ml) are mixed The reaction is 
cooled to 0 degrees and treated with FMOC-C1 (1 .2 g, 4.7 mmole) in THF (2 ml) via 
addition funnel. After 15 minutes HPLC indicates complete disappearance of 

20 starting material. The reaction is diluted with ethyl acetate and washed with 

aqueous potassium bisulfate, saturated aqueous bicaibonate, saline and dried over 
sodium sulfate. Concentration under reduced pressure gives crude product which is 
purified by flash chromatography, eluting with ethyl acetate/hexane (20/80) 
followed by ethyl acetate to give the title compound, M + H = 757. 

25 

EXAMPLE 590 l-9H-fluoren-9-ylmethyl (2R,3S>3-amino-4-(3,5- 

difluorophenyl)-2-hydroxybutyl(3-iodobenzyl)carbamate 
hydrochloride (XXXV) 

30 l-9H-fluoren-9-ylmethyl (2R,3S>3-(3-t-butyloxycaA^ 

difluotophenyl)-2-hy<froxybutyl(3M^ hydrochloride (XXXIV, 

EXAMPLE 589, 2.9 g) in hydrochloric acid/dioxane (4N, 10 ml). The mixture is 
stirred 1 hour then slowly poured into rapidly stirring ether (200 ml). The product is 
filtered and dried to give the title compound, M + H = 657. 



WO 02/02512 



210 



PCT/US01/21012 



EXAMPLE 591 ' l-9H-fluoren-9-ylmethyl (2R,3S)-4-(3,5-difluorophenyl)-2- 
hydroxy-3- {[5-oxo-5-(l - 
piperidinyl)pentanoyl]amino}butyl(3-iofo^ 



HOBt (81 mg, 0.6 mmole) and EDC (105 mg, 0.55 mmole) are added to 1- 
caiboxy-5-piperdinylglutaraiiu(te (IX, 100 mg, 0.5 mmole) in DMF (2 ml). The acid 
is activated 60 minutes then treated with 1 -9H-fluoren-9-ylmethyl (2R,3S>3-amino- 
4-(3,5<!ifluon>phenyl)-2-hydimyb 

10 (XXXV, EXAMPLE 590, 300 mg, 0.43 mmole) and NMM (0.19 ml, 1 .72 mmole). 
The reaction is stirred 3 hours then concentrated under reduced pressure. The 
residue is partitioned between ethyl acetate and saturated aqueous bicarbonate. The 
organic phases are washed with aqueous potassium bisulfite, saline, dried over 
sodium sulfate and finally concentrated under reduced pressure to give crude 

15 product Purification via flash chromatography with ethyl acetate/hexane (50/50) 
then methanol/ethyl acetate (10/90) gives the title compound, M + H = 838. 



l-N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-^^ trifluroacetate 
(XXXVI, EXAMPLE 591, 240 mg, 0.29 mmole is dissolved in diethylamine (10%, 
9 ml) in methylene chloride. The reaction is stirred at 20-25 degrees overnight. The 
25 next morning the reaction is concentrated under reduced pressure and the residue is 
redissolved in methylene chloride and purified by preparative reverse phase HPLC. 
The appropriate fractions are pooled and concentrated under reduced pressure and 
partitioned between ethyl acetate and saline. The organic phase is separated and 
dried over sodium sulfate and concentrated to give the title compound, M + H = 614. 



EXAMPLE 593 S^AminosulfonyO-N^lflS^RJ-l-benzyl^-hydroxy-S-^- 



5 



(XXXVI) 



20 



EXAMPLE 592 




30 
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0-(7-A^enzotriazbM-yl)-# 
ie#afluorophosphate (HATU, 0.0928 g, 0.244 mmol) is added to a mixture of, 3- 
(aipinosul&nyl)-5-[(dipro^ acifepOCXJX, 
PREPARATION 13, 0.0800 g, 0.244 mmol) and (2R,3S)-3-amino-l-[(3- 
5 methoxybenzyl)-amino]-4-phenyl-2-butanol (VKt, EXAMPLE 175, 0.0732 g, 0.244 
mmol) in dry DMF (3 mL). The mixture is stirred for 1 8 hours at 20-25 degrees, 
and then partitioned between ethyl acetate and water. The organic phase is 
separated and washed with saline, dried over anhydrous sodium sulfate, filtered and 
concentrated. The concentrate is column chouromatographed (silica gel; 
10 methanol/dichloromethane, 5/95) to give the title compound, MS (ESI+) for 

C32H42N4O6S m/z (M+H) + ■ 61 1.5; HRMS (FAB) calculated for C32H42N4O6S +Hi 
= 611.2903, foiind-611.2904. 



EXAMPLE 594 N 1 -{(lS,2R>l-benzyl-2-hydroxy-3-[(3- 
15 methoxybenzyl)ainino]propyl}-N 3 ,N 3 -dipropyl-5-(l- 

pynolidinylsulfonyl)isophthalamide (X) 
Following the general procedure of EXAMPLE 593 and making non-critical 
variations but using 3-[(dipropylamino)c^onyl]-5-(l-pyro 
acid (XXXIX, PREPARATION 15, the title compound is obtain^ ES (ESI+) fof " 
20 C36H48N4O6S m/z (M+H) + = 665.6; HRMS (FAB) calculated for Ca^sN^S +Ht 
= 665.3372, found - 665.3393. 

EXAMPLE 595 N ] -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -5-[(methylamino)sulfonyl]- 
25 N 3 ,N 3 -dipropylisophthalamide (X) 

Following the general procedure of EXAMPLE 593 and making non-critical 
variations but using 3-[(dipropylamino)carbonyl]-5-[(methylamino)-- 
sul£bnyl]benzoic acid (XXXIX, PREPARATION 17, the title compound is obtained, 
MS (ESI+) for C33H44N4O6S m/z (M+H) + = 625.5. 

30 

EXAMPLE 596 N I -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

metiioxybenzyl)amino]propyl}-5-[(dimethylainino)sulfonyl]- 
N 3 ^ 3 -dipropyhsophthalamide (X) 
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Following the general procedure of EXAMPLE 593 and making non-critical 
variations but using 3-[(dimethylamino)sulfonyl]-5^ 

benzoic acid (XXXIX, PREPARATION 19), the title compound is obtained, MS 
(ESH) for C^^OSm/z (M+H) + = 639.5 
5 . 

EXAMPLES 597-619 

Following the general procedure of EXAMPLES 589 through 592 but 
starting with (2R,3S)-3-aniiQo-l-[(3-metho 

(Vm, EXAMPLE 175) and using the amide forming agent (DC) of Column A, the 
1 0 Substituted Amine (X) of Column B is obtained. 



EX 
# 


Column A 
Amide Forming Agent (IX) 


Column B 
Substituted Amine (X) 


MS Data 
M + H 


597 


2-methyl-3-(methylsulfonyl) 
propanoic acid 


N-{(lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 

methoxybenzy l)amino]propyl} - 
2-methyl-3-(methylsulfonyl) 
propanamide hydrochloride 


449 


.598: 


3 -(methylsulfonyl)propanoic 
acid 


N-{(lS,2R)-l-benzyl-2- 

hydroxy-3-[(3-methoxybenzyl) 

amino]propyl}-3- 

(methylsulfonyl)propanamide 

hydrochloride 


435 


599 


2-amino- l,3-thiazole-4- 
carboxylic acid 
hydrochloride 


2-amino-N- {(lS,2R>l-benzyl- 
2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} - 
1 ,3-thiazole-4-carboxamide 
dihydrochloride 


427 


600 


5-(methyIsulfonyl)pentanoic 
acid 


N-{(lS,2R)-l-benzyl-2- 
hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} - 
5-(methylsulfonyl)pentanamide 
hydrochloride 


463 
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EX 
# 


Column A 
Amide Forming Agent (IX) 


Column B 
Substituted Amine (X) 


MSData 
M + H 


601 


4-anilino-4-oxobutanoic acid 


N'-ftlS^RH-benzyl^- 
nyaroxy- j-[^-iueinoxyDenzyi j 
amino]propyl} -N 4 - 
phenylsuccinamide 
hydrochloride 


476 


602 


(2R)-4-amino-2^,3- 
inincuiyi-4-oxoDUuinoic acia 


(SR^-KlS^g-l-benzjd-^ 
nyaroxy-o-no- 

methoxybenzyl)araino]propyl} - 

2,2,3-trimethylbutanediamide 

hydrochloride 


442 


603 


3-[(dipropylamino)sulfonyl] 
propanoic aciQ 


N-{(lS,2R)-l-benzyl-2- 
nyaroxy-j-[^j- 

methoxyben2yl)amino]propyl} - 
3-[(dipropylamino)sulfonyl]- 
propanamide hydrochloride 


520 


604 


5-(dipropylamino)-5- 
oxopenxanoic acio. 


N l -{(lS^R>l-benzyl^ 
nyaroxyo-L^j-nicuioxyDciizyi j 
amino]propyl} -N 5 ,N 5 - 
dipropylpentanediamide 
hydrochloride 


498 


605 


4-oxo-4-(l-piperidinyl) 
butanoic acid 


N-{(lS,2R)-l-benzyl-2- 
nyuroxyo-[^j -njcuioxyD enzy 1 ) 
ainino]propyl}-4-oxo-4-(l- 
piperidinyl)butanamide 
hydrochloride 


468 


606 


4-(dipropylamino)-4- 
oxoDULanoic acia 

■ 


N~l~-{(lS>2R)-l-benzyl-2- 
nyuiuxy-j-[^j -meuioxy ocnzyi ) 
aminolDroDvl) -N^JN 4 - 
dipropylsnccinamide 
hydrochloride 


484 


607 


5-oxo-5-{l -piperidinyl) 


N-{(lS,2R)-l-benzyl-2- 


482 
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EX 
# 


Column A 
Amide Forming Agent (DC) 


Column B 
Substituted Amine (X) 


MS Data 
M + H 




pentanoic acid 


hydix>xy-3-[(3-methoxybenzyl) 
amino]propyl}-5-oxo-5-(l- 
piperidinyl)pentanamide 
hydrochloride 




608 


5-aniIino-5 -oxopentanoic 
acid 


N A -{(lS>2R)-i-benzyl-2- 

hydroxy-3-[(3-methoxybenzyl) 

amino]propyl}-N 5 - 

phenylpentanediamide 

hydrochloride 


490 


609 


33-dimethyl-4-oxo-4-(l- 
piperidinyl)butanoic acid 


N-{(lS^R)-l-benzyl-2- 
hydroxy-3-[(3-methoxybenzyl) 
amino]propyl}-33-di^ethyl-4-- 
oxo-4-(l-piperidinyl) 
butanamide hydrochloride 


496 


610 


4-(isopentylsulfonyl) 
butanoic acid 


N-{(lS,2R>l-benzyl-2- 
hydroxy-3-[(3-methoxybenzyl) 
amino]propyl} -4- 
* (isbpentylsulfonyl) butanamide 
hydrochloride 


505 


611 


4-(dipropylamino)-2^- 
dimethyl-4-oxobutanoic acid 


N l -{(lS,2R)-l-benzyl-2- 

hydroxy-3-[(3-methoxybenzyl) 

amino]propyl}-2,2-dimethyl- 

l^J^-dipropylsuccinainide 

hydrochloride 


512 


612 


4-[(dipropylamino)sulfonyl] 
butanoic acid 


N-{(lS,2R)-l-benzyl-2- 
hydroxy-3-[(3-methoxybenzyl) 
amino]propyl}-4- 
[(dipropylamino)sulfonyl] 
butanamide hydrochloride 


534 


613 


4-[(methylanilino)sulfonyl] 
butanoic acid 


N-{(lS,2R)-l-benzyl-2- 
hydroxy-3-[(3-methoxybenzyl) 


540 
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EX 
# 


Column A 
Anuae rorming Agent (1AJ 


Column B 
Substituted Amine (X) 


MS Data 
M + H 






amino]propyl} -4- 
[(methylanilino)sulfonyl]butana 
mide hydrochloride 




614 


3-[(methylanilmo) 
sulfonyljpropanoic acid 


N-{(lS,2R)-l-benzyl-2- 

ny aroxy-3-[(y -metnoxy benzyl) 

amino]propyl}-3- 

[(methylanilino)sulfonyl]propan 

amide 


526 


015 


Acetic acid 


N-((lo,2K)-l-Denzyl-z- 
hydroxy-3-[(3-methoxybenzyl) 
amino]propyl} acetamide 
hydrochloride 




616 


3-(isopentylsulfonyl) 
propanoic acid 


N-{(lS,2R)-i-benzyl-2- 
hydroxy-3- [(3 -methoxybenzyl) 
amino]propyl}-3- 
(isopentylsulfonyl) . 
propanamide hydrocWbride * I 


491 


617 


5^)xo-5-(l-piperidinyl) 
pentanoic acid 


N-{(1S,2R)-H3,5- 
difluorobenzyl)-2-hydroxy-3- 
[(3~iodoben2yl)amino]propyl} - 
5-oxo-5-(l -piperidinyl) 
pentanamide trifluoroacetate 


614 


618 


5-oxo-5-(l -piperidinyl) 
pentanoic acid 


N-{(lS,2R)-l-benzyl-2- 

nyaroxyo-L(3-ioaooenzyl) 

amino]propyl}-5-oxo-5-(l- 

piperidinyl)pentanamide 

trifluoroacetate 


578 


U17 


ff fiirvrrvrt\/l umiTin^Qiilfonvn 
J— ^Uipi up jf lal II 1 MU JoUllKJllj 1J 

propanoic acid 


ll'^lU y&Fi.J- 1 J, J- 

difluorobenzyl) -2 -hydroxy- 3 - 

[(3-iodoben2yl)amino]propyl}- 

3-[(dipropylamino)sulfonyl] 
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EX 
# 


Column A 
Amide Forming Agent (DC) 


Column B 
Substituted Amine (X) 


MS Data 
M + H 






propanamide 





10 



15 



EXAMPLE 620 N 1 - {(lS,2R)-l-Ben2yl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}-5-ethyl--N 3 J N 3 - 
dipropyhsophthalamide (X) 

Diethyl cyanophosphonate (0*132 mL, 0.870 mmol) is added to a mixture of 
3-[(dipropylaimno)carbonyl]-5^ylbeaizoic acid (DC, PREPARATION 21, 0.200 g, 
0.720 mmol), (2R,3S)-3-aauno4-[(3-methoxyben2yl)amino]-^phenyl-2-butanol 
(Vm, EXAMPLE 175, 0.216 mg, 0.720 mmol), and triethylamine (0.121 mL, 0.870 
mmol) in dichloromethane (3 mL). The mixture was stirred for 1 hour at 20-25 
degrees C. Dichloromethane is then removed under reduced pressure. The residue 
is partitioned between ethyl acetate and water. The organic phase is separated and is 
washed with saline, dried over anhydrous sodium sulfate, filtered and concentrated. 
The concentrate is column chouromatographed (silica gel; 
methanol/dichloromethane, 5/95) to give the title compound, MS (ESI+) for 
C34H45N3O4 m/z (M+ H) + = 560.4; HOURMS (FAB) calculated for C34H45N3O4+H 
= 560.3488, found = 560.3487. t ;S 



EXAMPLE 621 N l -{(lS,2R>l-Benzyl-2-hydroxy-3-[(3- 
20 methoxyben2yl)amino]propyl}-5-isobutyl-N 3 ,N 3 - 

dipropylisophthalamide 
Following the general procedure of PREPARATIONS 20 and 21 and making 
non-critical variations but using isobutylboronic acid, and following the general 
procedure of EXAMPLE 620 but using the 5-isobutylisophthalic acid (IX), the title 
25 compound is obtained, MS (ESI+) for C36H49N3O4 m/z (M+H) + = 588.6; HRMS 
(FAB) calculated for C36H49N3O4 +Hi = 588.3801, found = 588.38 10. 



30 



EXAMPLE 622 



N^lS,2RH-Bemyl-2-hydroxy-3~[(3- 
methoxybenzyl)amino]propyl} -5-tert-butyl-N 3 ,N 3 - 
dipropylisophthalamide 
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Following the general procedure of PREPARATIONS 20 and 21 and making 
non-critical variations but using tert-butylboronic acid, and following the general 
procedure of EXAMPLE 620 but using the tert-butylphthalic acid (IX), the title 
compound is obtained, MS (ESI+) for C36H49N3O4 mJz (M+H) 4 " = 588.5; HRMS 
5 (FAB) calculated for C36H49N3O4 +Hi = 588.3801, found - 588.3791. 

EXAMPLE 623 ^-{(lS^-l-benzyl^^hydroxy-S-KS- 

methoxybenzyl)amino]propyl}-5-cyano-N 3 - 
propylisophthalamide (X) 
10 Following the general procedure of EXAMPLE 586 and making non-critical 

variations, but using terf-butyl (2R3S)-3-({3-cyano-5- 

[(propylamino)carbonyl]ben2»^^ 

methoxybenzyl)carbamate (XXXVI) the title compound is obtained, M + H = 515.1 . 
15 EXAMPLES 624-628 



Following the general procedure of EXAMPLE 587 and making non-critical 
variations, but using the appropriate amines (VIII) and amide forming agents (IX), 
for example PREPARATIONS 6 and 19, the titled compounds are obtained. 



EXAMPLE 


Substituted Amine (X) 


M + H = 


624 


N'-IClS^RJ-l-CS^-difluorobenzy^-hydroxy-S-KS- 
memoxyben2yl)anuno]propyl} -N 3 ,N 3 -dipropyl-l ,3,5- 
benzenetricaiboxamide 


611.0 


625 


N'-^lS^RJ-l-benzyl^-hydroxy-S-KS- 

memoxybenzyQaii^olpropy^-^^-dimethyl- 

N s ^ 5 -dipropyl-13,5-bemzenetricarboxamide 


603.0 


626 


N'-KlS^R^S-amino-l-benzyl^-hydroxypropyl]- 
N 3 ,N 3 -dipropy)-l,3,5-benzenetricaiboxamide 


455.1 


627 


N l -[(lS^R>l-benzyl-2-hydroxy-3- 
(isopentyIamino)propyl]-N ,N -dipropyl-1,3,5- 
benzenetricarboxamide 


525.6 


628 


N l -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)anuno]propyl}-N 3 -propyl-l,3,5- 

benzenetricarboxamide 


533.1 
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EXAMPLE 629 i^{(lS,2R>l-Ben2yl-2-hydroxy-3-[(3- 

methoxybenzyl)aminoJpropyl} -3 -[butyry l(propy 1) amino]- 5 - 
methylbenzamide (X) 
Following the procedure of EXAMPLE 570 and making non-critical 
5 variations, diethyl cyanophosphonate (0.0760 mL, 0.550 mmol) is added to a 
mixture of 3-[butyiyl(propyl)amino]-5-methylbenzoic acid (DC, 0.120 g, 0.460 
mmol), (2R,3 S)-3-amino- 1 -[(3 -methoxybenzyl) amino] -4-phenyl-2-butanol (VIII, 
0.137 g, 0.460 mmol), and triethylamine (0.0760 mL, 0.550 mmol) in 
dichloromethane (5 mL). The mixture is stirred for 1 hour at 20-25 degrees C. 
1 0 Dichloromethane is then removed under reduced pressure. The residue is 

partitioned between ethyl acetate and water. The organic is separated, is washed 
with saline, dried over anhydrous sodium sulfate, filtered and concentrated. The 
concentrate is column chiomatographed (silica gel; mefhanol/dichloromethane, 
5/95) to give the title compound, NMR (400 MHz, CDC1 3 ) 8 7.09, 4.15, 3.80, 3.79, 
15 3.60, 3.02, 2.84, 2.36, 1.94, 1.56, 1.49, 0.87 and 0.81;. MS (ESI+) for C33H43N3O4 
m/z (M+H) + = 546.3; HRMS (FAB) calculated for C33H43N3O4+H = 546.3331, 
found = 546.3331. 

, EXAMPLE 630 N-{(lS,2R)4-benzyl-2-hydroxy-3 7 [(3- 
20 * " methoxybenzyl)amino]pfbpyl}-l-pro^ 

caiboxamide (X) 

Following the general procedure of EXAMPLE 539 and making non-critical 
variations, the title compound is obtained, IR (diffuse reflectance) 3330, 3314, 2960, 
2952, 2931, 2873, 1621, 1599, 1525, 1499, 1467, 1353, 1283, 1253 and 786 cm' 1 . 

25 

EXAMPLE 631 N-{(lS^R)-l-(3,5^difluorobenzyI)"2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl) -1 -propyl- 1 H-indole-6- 
carboxamide (X) 

Following the general procedure of EXAMPLE 539 and making non-critical 
30 variations, the title compound is obtained, IR (diffuse reflectance) 3289, 1 627, 1 621 , 
1595, 1531, 1525, 1520, 1507, 1466, 1458, 1450, 1349, 1317, 1252 and 1117 cm 4 . 



EXAMPLES 633-708 
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Following the general procedures of CHART A as well as PREPARATIONS 
1-13, EXAMPLES M3, 321-48-579, 597-622 and 624-631 and making non-critical 
variations and using die appropriate reagents, the substituted amines (X) of 
EXAMPLES 633-708 are obtained. 

5 



EXAMPLE 


Substituted Amine (X) 


MfT = 


633 


N'-{(lS^R)-H3,5-<afluorobenzy])-3-[(3,4- 

dimethylbenzyl)amino]-2-hydroxypropyl}-5-methyl- 

N 3 ,N 3 -dipropylisophthaIamide 


580 


634 


N l -[(lS^>3-[(3-ammobei^l)ammo3-l-(3,5- 

difluorobenzyl)-2-bydroxypropyl3-5-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


567 


635 


N-{(lS,2R)-l-(3,5-difhiorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}octanamide 


559 


636 


N 3 -rClS^R)-l-f3,5-difluorobenzvlV2-hvdroxv-3-f(l- 

methyl-l-[3^trifluoromefhyl)phenyl]ethyl}amino)propyl]- 

N 5 ^ 5 ^propyl-3,5-pyridinedicarboxamide 


635 


637 


N^rnS^RVl-fS^-difluorobenzv^-hvdroxv-S-Cfl- 
methyl-l-[3-(triM6rometbyi^henyl]ethyl} amino)propyl]- 
5-methyl-N 3 r N 3 -dipropylisophdialamide 


648 


638 


NX(lS,2R>l-(3,5-difluoix>benzyl)-2-hydroxy-3- 

{[(lR,2S)-2-hydroxy-2,3-dihydro-lH-inden-l- 

yl]amino}propyl)-5-methyl-N 3 ^N 3 -dipropylisophthalandde 


594 


639 


NM(lS,2R)-l-(3,5^uorobenzyl>3^^^ 
lH-inden-l-ylaminol-2-hydroxypropyl}-5-methyl^ 

W li V «T A X J mm* » 

dipropylisophthalamide 


578 


640 


N-{(lS,2R)-H3,5-difluoiobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)ainino]propyl}-3-methylbeDzamide 


551 


641 


N'-KlS^^HS.S-difluorobenzylJ^-hydroxy-SKlH- 

isoindol-3-ylamino)propyl]-5-methyl-N 3 ,N 3 - 

dipropylisophthalamide 


577 


642 


N l -((lS^R>l-(3,5-difluoroben2yl)-2-hydroxy-3- 
{[(lR£S,5R>2-isopropyl-5- 


600 
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EXAMPLE 


Substituted Amine (X) 


MH"= 




melhylcyclohexyl]amino}propyl)-5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 




643 


N l ^'-diaUyl-5-cWoio-N , -{(lS,2R>l-<3,5- 
difluorobenzyl)-2-hydroxy-3-[(l-methyl-l- 
phmylemyl)amino]propyl}isophthalamide 


597 


644 


5-chloTo-N l -{(lS,2R)^3,5^\ioTobeDzyiy2-hydroKy-3- 
[(1 -methyl-1 -phenylethyl)amino]propyl} -N 3 ,N 3 -bis(2- 
methoxyethyI)isophthalamide 


633 


645 


N J -{(lS,2R)-l-(3,5-difluon)benzyl)-2-hydiX)xy-3-[(l- 

phenylcyclopeDtyl)aniiao]propyl}-N 5 A > J 5 -dipropyI-3,5- 

pyridinedicarboxamide 


593 


646 


N 1 -{(lS^R)-l-(3 > 5-difluotobetizyl)-3-[(3- 

ethylbenzyOaminol^-hydroxypropylJ-S-methyl-N 3 ^ 3 - 

dipropyfisophthalamide 


580 


647 


N^(lS^H^3>difIuorobenzyl)-3-{[3- 
(dimethylamino)benzyl]amino} -2-hydroxypropyI)-5 - 
methyl-N 3 ,N 3 -dipropylisophthalamide 


595 


648 


NH(lS£R)-H3 5 5^uoroben2yl)^ ,. j 
furyl)methyl]amino} ^-hydroxypropyl^S-methyl-N 3 ^ 3 - 
dipropylisophthalamide 


570 


649 


N 1 -{(lS^R>l-(3,5-difluorobenzyl>2-hydroxy-3-[(l- 

phenylcyclopenty^ammojpropy^-S-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


606 


650 


N 1 -[(lS^)-3^cyclopropylainino)-l-(3 ) 5-difluorobeii2yl)- 
2-hydroxypropyl]-5-me1hyl-N 3 ^ 3 HupTDpylisophthalaiiude 


502 


651 


N 1 -[(lS^R>3-[(cyclopropylmethyl)amino]-l-(3 > 5- 
di£liiorobenzyl)-2-hydroxypropyl]-5-niethyl-N 3 ,N 3 - 
dipropylisophthalamide 


516 


652 


N 1 -{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobeozyl)ainmo]propyl}-N 5 ^ 5 -dipropylpentanedianiide 


630 


653 


N 3 -{(lS^R>l-(3,5-difluorobenzyl)-3-[(2- 
furylmethyl)ammo]-2-hydioxypropyl}-N 5 ^J 5 -dipropyl-3,5- 


529 
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EXAMPLE 


Substituted Amine (X) 


MET = 




pyridinedicarbox amide 




654 


^-{(lS^-HS.S-difluorobenzylK-hydroxy-S- 
[(tetrahydn>-2-furanymiethyl)ammo]propyl}-5-methyl- 
N >pl KlipropylisopntnaJaniiae 


546 


655 


N J -{(lS^)4^3,5^uorobenzyl>2-hydroxy-3-[(l- 
pheaylcyclopropyl)amino]propyl} -N^N 5 -dipropyl-3,5- 
pyridinedicarboxamide 


565 


656 


N i -{(lS^R)-l-(3,5^fluon)benzyl)-2-hydroxy-3-K2-oxo- 
3-azepanyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


573 


657 


NH(lS>2R)-lK3,5-dmuorobenzyl)-2-hydrox 

methyl-2-&iyl)me^ 

dipropylisophthalarnide 


556 


658 


N^(lS^R)-l<3,5-difluorobenzyl>2-hydioxy-3- {[(2S> 

tetrahydrcH2-furanylmethyl]ainino}propyl)-5-m 

In ,N -dipropylisopntnalaTTijae 


546 


659 


5^Moro-N^(lS;2RH<3>5^fluq^^ 
[(lHme%M-phenyle%l)^^ 3;.* 
propynyl)isophthalamide 


593 


660 


^-{(lS^R^l^^-difluoxobenzyO^hydroxy^-tCS- 
isopropenylbenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophfhalamide 


592 


661 


NM(lS,2RHK3,5^fluorobe^ 
propoxy ethyl)amino]propyl } -5-methyl-N 3 ,N 3 - 
dipropylisophthalarnide 


548 


662 


N4(lS,2RH<3,5^uorobenzyI>^ 
hydroxypiopyl]-5-methyl-N 3 ^ 3 ^propylisophthalairiide 


546 


663 


N-{(lS,2R)-H3,5-difluorobenzyl)«2-hydToxy-3-[(3- 

louo d enzyi junmiojpropyi/ j-iucuiyi- j-oxc*^, JHiiuyuiu- 

lH^)yrazol-l-yI)ben2amide 


633 


664 


methyl 4-({[(2IUS)-4-(3,5-difluorophenyl)-3-<{3- 
[(dipiopylainmo)cari}onyl]-5-memylbenzoyl}amiiio)-2- 


610 
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EXAMPLE 


Substituted Amine (X) 


MHT = 




hydroxybutyl]ainino}methyl)benzoate 




665 


N'-ttlS^-l^S^-difluorobenzy^-hydroxy-a-^- 

methoxyethyQaiiunolpiopy^-S-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


520 


666 


N l -{(lS,2R)-l-(3,5-diHuorobenzyl)-2-hydroxy-3-[(5- 

isoxazoIytoiethyl)amino]propyl}-5-me11iyl-N 3 ^[ 3 - 

dipropylisophthalamide 


543 


667 


(lR^VN^iClS^^KS.S-dmuorobenzyl^-hydroxy-S- 

[(3-iodoben2yl)amino]piopyl}-N 2 ^ 2 -dipropyl-l^- 

cyclopropanedicarboxamide 


628 


668 


N J -((lS^R)-l-(3,5-difluoroben2yl)-2-hydroxy-3-{[(2S)- 

tetrahydio^-fur^ylmethyyainjinoJpropylJ-N 5 ^ 5 - 

dipropyl-3,5-pyridinedicarboxarnide 


533 


669 


N l -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(2- 

methoxybeiayl)anuno3propyl}-5-metiiyl-N 3 JN 3 - 

dipropylisophthalamide 


582 


670 


N 1 -{(lS^R)-l-(3,5-difluoroben2yl)-2-hydroxy-3-[(3- 

isopiopylbemyOamino]propyl}-5-methyl-N 3 ,N 3 - 

dipropylisophthalamide 


594 


671 


4^utyiylamino)-N-{(lS^R)-l-(3,5^fluoTobeD2yl)-2- 
hydroxy04(3-iodobenzyl)ainino]propyl}bea^aiidde 


622 


672 


N'-KlS^RH-KS-ainino-S-oxopropyDaminol-l-CS.S- 

difluoroben2yl)-2-hydroxypropyl]-5-methyl-N 3 ^<f 3 - 

dipropylisophmalamide 


533 


673 


N 3 -[(lS^)-3-(ben^laniino)-l-<3,5-difluorobenzyl)-2- 
hydioxypTopyl]-N 5 ^ 5 -dipropyl-3,5- 
pyridinedicafboxamide 1 -oxide 


555 


674 


N'-{(lS,2R>l-(3,5-difluorobenzyl)-2-hydroxy-3.[(3- 
iodobenzyl)amino]propyl} -5-ethynyl-N 3 ,N 3 - 
dipropylisophthalamide 


688 


675 


N l -{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(7- 
oxabicyclo[2.2J]hept-2-ylme1hyl)amino]propyl}-5- 


572 
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EXAMPLE 


Substituted Amine (X) 


MtT = 




methyl-^^-dipropylisophmalamide 




676 


NM(lS^)-H3,5-difluorobenzyl)-3-[(3- 
ethynylbenzyl)amino] -2-hydroxypropyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


576 


677 


N 1 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[(2- 

memyl-l,3-thiazol-5-yI)methyl]aiiiino}propyl)-5-methyl- 

N 3 ^ 3 ^propylisophthalamide 


573 


678 


N'-((lS^R>l-{3,5-difluorobeDzyl)-3-{[(2-ethyl-l,3- 

thiazol-5-yl)memyl]amino}-2-hydroxypropyl)-5-methyl- 

N 3 »N 3 -dipropylisophthalamide 


587 


679 


N l -((lS^R)-l-(3,5-difluorobenzyI)-2-hydroxy-3-{[(3R)-2- 

oxoazepanylJammolpropyl^S-metbyl-N 3 ^ 3 - 

dipropylisophthalamide 


573 


680 


N 1 -[(lS,2R>3<cyclobutylamino)-l-(3,5-difluorobenzyl)- 
2-hydroxypropyl]-5-memyl-N 3 ^ 3 -dipiDpyUsophthalamide 


516 


681 


N i -[(lS^R)-3<butylammo>l<3,5-<iifluorobenzyl)-2- 
hydroxypropyl]-5-e1hynyl-N 3 ^ 3 ^pTopylisophthalamide 


528 


682 - 


N l -{(lS,2R>l-{3,5-difluorobenzyl)-3-[(3- 

ethylbenzy^ammol^hydroxypiopylj-S^thynyl-N 3 ^ 3 - 

dipropylisophthalamide 


590 


683 • 


N l -[(lS,2R)-l-(3,5-difluorobemyl)-3-(5-bexynylammo)-2- 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^propylisophthalaniide 


542 


684 


N J -((lS^>l-(3,5-difluorobenzyl)-2-hydroxy-3-{[(5- 

methyl-2-foiyl)memyl]amino}piDpyl)-N 5 ,N s -dipropyl-3,5- 

pyridinedicarboxamide 


543 


685 


N'-{(lS,2R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(l- 
methyl- 1 -phenylethyl)amino]propyl} -N 5 ^N 5 - 
dipropylpentanediamide 


532 


686 


NX(lS^R)4<3,5^1iQuorobenzyI)-3-{[l-(2-furyl)-l- 

methylethyl]amino}-2--hydroxypropyl)-5-methyl-N 3 J N 3 - 

dipropylisophthalamide 


570 


687 


N^CClS^R^HS^-difluorobenzyl^-hydroxy-S^P- 


599 



WO 02/02512 



PCT/US01/21012 



224 



EXAMPLE 


Substituted Amine (X) 


MfT= 




isobutyl-54soxazolyl)methyl]amino}propyl)-5-methyl- 
N 3 ^N 3 -dipropyKsophtiialamide 




688 


N J ^(lS^)-l-(3,5-difluorobenzyl)-2-liydroxy-3-{[(2- 

isobutyl-l,3-thiazol-5-yl)methyl]aiirino}propyl)-5-methyl- 

N 3 ,N 3 -dipropyIisophthalamide 


615 


689 


N-{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyl)amino]-2-hydroxypropyl} -3- 
[(dipropylamino)suIfonyl]propanamide 


554 


690 


N 1 - {(lS,2R)-l-benzyl-2-hydroxy-3-[(2- 
phenylethyl)amino]propyl}-N 3 ^ 3 ^propyIisophthalan3ide 


516 


691 


N'-{(1 S^R)-l-benzyl-3-{[2-(2- 

cUorophenyl)ethyl]ainino}-2-hydroxypropyl)-N 3 s N 3 - 

dipropylisophthalamide 


551 


692 


N'-aiS^RJ-l-benzyl^-hydroxy-S-IP^-oxo-l- 

pynt)Kdmyl)propyl]amino}propyl)-N 3 s N 3 - 

dipropylisophtbalamide 


537 


693 


N'-{(lS^)-l-benzyl-3-[(cyclohexylmediyl)amino]-2- 
hydroxypropyl} TN 3 ,N 3 -dipropylisophliialamide 


508 


694 


N , -[(lS^)-l-benzyl-3^cydopropylaniino>2- 
hydroxypropylJ-^^-dipropylisophthalamide 


452 


695 


N l -{(lS,2R)-l-ben2yl-2-hydroxy-3-[(2-oxo-3- 
azepanyl)amino]propyl}-N 3 J>I 3 -dipropylisophmalamide 


523 


696 


N-[(lS^>3<ben2ylammo)-l-(3 s 5-di£luorobenzyl)-2- 
hydToxyprDpyl]-3-(butylsulfonyl)benzaniide 


531 


697 


N l -[(lS^R>l-benzyl-3-({2-[(2- 

eihylhexyl)oxy]emyl}aiiiino>2-hydroxyprbpyl]-N 3 ^J 3 - 

dipropylisophthalamide 


568 


698 


N'-aiS^R^l-benzyl^-hydToxy-S-dClS^^^-hydroxy- 

2,3^ydro-lH-kden4-yl]amino}propyl)-N 3 ,N 3 - 

dipropylisopbthalamide 


544 


699 


N'-((lS^R)-l-benzyl-2-bydroxy-3-{[l-(4- 
hydroxypbenyOethyllaminolpropyl^l^jN 3 - 


532 



WO 02/02512 PCT/US01/21012 

225 



CYAAiTDT 17 

JlXAMri-Jj 


oUuSututeQ /unine ^.aj 


lVUCl — 




dipropylisophtfaalamide 




700 


N^KlS^-l-benzyl-S^cycloheptylaniino^. 
nyaioxypropyij-N ,in -uipropyiisopnuiaiainiae 


508 


701 


N'-{(lS^R)-l-benzyl-3-[ai,r-biphenyl]-2- 
ylmetnyijaniinoj-z-xiyaroxypix>pyi/ -in ,jn - 
dipiopylisophthalamide 


578 


702 


N l -{(lS^R>l-ben2yl-3-[(2-fluorobenzyl)amin 
ny droxypropy l } -N r N ^-dipropylisopnthalamiae 


520 


703 


N- {(1 S,2R)-1 -{3,5-difluorobenzyI)-2-hydK>xy-3-[(3- 
methoxybenzyl)amino]propyl} -3 - 
(dimethylamino)benzamide 


484 


704 


N-{(lS^R)-H3,5-cUfluoTobenzyl>2^hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} - 1 -naphthamide 


491 


705 


N -[(lS^R)-l-ben2yl-3-({2-[({5- 
[(dimethylamino)methyl]-2- 

fixryl}methyl)sulfenyl]ethyl} amino)f 2-bydroxypropyl]- 
N 3 r N 3 -dipropylisophthalamide 


ouy 


706 


NM(lS,2RH-b^I-3^ 
fliu)robenzyl)sulfeayl]ethyl} amino)-2-hydroxypropyl]- 
N 3 ^ 3 -dipxopylisophthalamide 


615 


707 


NHOS^R^-KtU-biph^ 
difluorobenzyl)-2-hydroxypropyl]-5-methyl-N 3 ^ 3 - 

A inrrtnvl i ontVh tfi o 1 am ir?p 
iXipi Upy JLJjMJpillXLdiaLLUUC 


628 


708 


N J -[(lS^)-K3,5Kimuorobenzyl>2"hydroxy-3-(l- 

naphthylainino)propyl]-5-methyl--N 3 > N 3 - 

dipropylisophthalamide 


588 



EXAMPLES 709-737 

Following the general procedure of CHART D and EXAMPLES 165-169 
and making non-critical variations and using the appropriate reagents, the substituted 
5 amines (X) of EXAMPLES 709-737 are obtained. 
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EXAMPLE 


Substituted Amine (X) 


MET 


709 


N 1 -{(lS^R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(lH- 

iirudazol-5-ylme^yl)amino]propyl}-5-methyl-N 3 ^Sf 3 - 

dipropybsophtbalamide 


542 


710 


N l -((lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-{[(2- 

phenyl-lH-imidazol-5-yl)methyl]ammo}propyl>5-methyl- 

N 3 ^N 3 -dipropylisophthalamide 


618 


711 


N'-((lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-{[(l- 

metbyl-lH-imidarol-2-yl)methyl]anuno}propyl)-5-methyl- 

N 3 ,N 3 -dipropyHsophtbiilamide 


556 


712 


N l -[(lS^R)-3-{[(2-butyl-4-cWoro-lH-imidazol-5- 

yl)memyl]ammo}-1^3,5-4ifluorobenzyI)-2-hydioxypropyl]- 

5-methyI-N 3 ,N 3 -dipropyIisophthalaiDide 


633 


713 


N'^ClS^R^-^^Woroimidazopa-blll^ltbiazoM- 

yOmemyllammol-HS.S-difluorobenzy^^-hydroxypropyl]- 

5-methyl-N 3 ^N 3 -dipropylisophmalamide 


633 


714 


N'-CClS^-l-CS.S-difluoxobenzyO^-bydioxy^-iKl- 
methyl-lH-benamidazol-2-yl)methyl]ammo}propyl)-5- 
methyl-N 3 ,N 3 ^propyli^phthalamide - J- ^i-- ; , 


606 


715 


N'-((lS,2R)-l-(3,5-difluoiobenzyl)-2-hydfoxy-3- {[(2- 

by<toxy-l-n^b%l)methyl3ammo}pTopyI)-5-methyl-N 3 ^ 3 - 

dipropylisophthalamide 


618 


716 


NX(lS^)-H3,5-difluorobenzyl)-2-hydroxy-3-{[(4-oxo- 

4H^houromen-3-yl)methyl]ammo}propyl)-5-methyl-N 3 JN[ 3 - 

dipropylisophthalamide 


620 


717 


N^(lS^R>H3,5^uorobenzyl)-3-{[(l,5-dimethyl-3- 

oxo-2-phenyl-2,3^ydro-lH-pyrazol^yl)methyl]amino}- 

2-hydroxypiDpyl)-5-methyl-N 3 ^ 3 ^propylisophtbalainide 


662 


718 


N l -[(lS^>3^{[5K^ano-6-(melJiylsulfaiiyl)-2- 

pyridkyl]metbyl}amino)-1^3,5-difIuorobenzy])-2- 

hydroxypropyl]-5-methyl-N 3 ,N 3 -dipropylisophthalamide 


624 


719 


[5-<{[(2R,3S)-4-(3,5-difluorophenyl>3-({3- 
[(dipropylammo)carbonyl]-5-me1byIbenzoyl}amino)-2- 


614 
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EXAMPLE 


Substituted Amine (X) 


MTT 




hvdnyjcvbutvllainino)niethvn-2-fhjvllinethvl acetate 




720 


N4(lS^^(l-ben2»fu^ 

difluon>beiizyl)-2-hydro 

dipropylisophthalamide 


592 


721 


[(<Upropylaiiuno)caibonyl]-5-metJiylbenzoyl} amino)-2- 
hydroxybutyl]amino}mefhyl)-l-methyl-lH-pyiro 
carboxvl ate 




722 


N l -[(lS,2R>H3,5-difluoiobenzyl)-2-hydroxy-3-({[l- 
(phenylsulfonyl)-lH-pyCTol-2-yl]memyl}amino)propyl]-5- 


681 


723 


N l ^(lS^R>H3,5^uoiobenzyl)-2-hydroxy-3^{[(l- 

methyl-lH-pyrrol-2-^^^ 

N^-N^-diorot) vlisonhtlial amide 


555 


724 


N4(lS£R)-3-{[(4^M^ 
yl)methyl]aniin^^ 

N^-dit>ronv1 i sonfifh al am i d e 


591 


725 


phenyMH-pyrarol^^ 

tneth vl-N^ N^-ditiTrvnvli ^nnhtfiaTarmff p 

XiJ.wMJ.jri J- 1 5-L "WUl vf L/Jr UOV/L/J lull C»1CmJX111>w 


646 


726 


N^(lS^>3-{[(5-cIilo^^ 

yl)methyI]amino}-l-(3,5-difl^ 

5 -methvl-N"* N^-dmrotj vl isonhthal ami d e 


667 


727 


N^(lS^R>l-(3,5Kimuorobeiizyl>2-hydr^^ 

phenyl-lH-pyrazol^yty^ 

N^^^"^DroDvUsoohthfllarnide 


618 


728 


N^KlS^-S-fKS^moro^tliivnyl^ 

difluorobeiizyl)-2~hy<iro 

(^propylisophthalamide 


593 


729 


N A K(lS;2R>l-(3>(Ii^^ 

phenoxy-24liienyl)me^ 

dipropylisophthalamide 


650 
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EXAMPLE 


Substituted Amine (X) 


MIT 


730 


N'-{(lS^R)-l-(3,5-difluoiobenzyl)-2-hydroxy-3-[(3- 
qumolmylmethyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


603 


731 


K l -{(lS,2Ryi-(3,5^MoTobeDzy\y2-hydroxy-3-[(2- 
qumolmylmemyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


603 


732 


N l <(lS^R>l-(3,5-di£Iuoiobeiizyl)-2-hydroxy-3-{[(l- 

me1hyl-lH-mdol-2-yl)methyl]amiiio}propyl>5-methyl- 

N 3 ^N 3 -dipropylisophtJialamide 


605 


733 


N l 4(lS,2R>3-{[(l-bei^l-lH-mdol-3-yl)me%l]amino}-l- 

(3,5-dMuoroben2yl)-2-hydroxypropyl]-5-methyl-N 3 ,N 3 - 

dipropyKsophthalamide 


681 


734 


N'-((l S^R>H3,5-difluorobenzyl)-2-hydTOxy-3- {[(1- 

mefhyl-lH-mdol-3-yl)memyl]amino}propyl)-5-methyl- 

N 3 ^N 3 -dipropylisophthalamide 


605 


735 


N 1 -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[({l-[(4- 
methylphenyl)sulfonyl]-lH-indol-3- 
yl}metiiyl)aminp]propyl}-5-methyl-N 3 JSl 3 - . . ... 
dipropylisophthalamide 


745 


736 


N i -[(lS^>3-{[(2-butyl4H-iimdazol-5-yl)methyl]ammo}- 

l-(3,5-difluorobenzyl)-2-hydroxypropyl]-5-methyl-N 3 ,N 3 - 

dipropylisophthalamide 


598 


737 


methyl 3-({[(2R3S)-4-(3,5-difluoropheiiyl)-3-({3- 

[(dipropylammo)caibonyl]-5-memylben2oyl}aniino)-2- 

hydroxybutyl]aniino}metliyl)-lH-indole-6-carboxylate 


649 



EXAMPLE 738 S-K^lS^ZRVl-benzyl^hydroxy-S-KS- 

methoxybenzyl)amino]propyl} amino)carbonyl]-5- 
[butyI(butyiyl)amino]benzyl diethyl phosphate (X) 
5 Following the general procedure of CHART L and EXAMPLE 620 and 

making non-critical variations, the title compound is obained, HRMS (FAB) = 
7123749. 
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EXAMPLE 739 ^-{(lS^R^l-benzyl^-hydroxy-S-KS- 

methoxybeazyl)amino]propyl} -5-(cyanomethyI)-N 3 ,N 3 - 
dipropylisophthalamide (X) 
5 Step 1 . A mixture of diethyl 1,3,5-benzenetricaiboxylaie (5.2 g) and borane 

methylsulfide complex (6. 1 g) is stirred in THF (150 mL) at 20-25 degrees C 
overnight The mixture is then treated with methanol, concentrated to dryness, and 
chouromatographed (silica gel) to give diethyl 5-(hydroxymethyl)isophthalate. 
Diethyl 5-(hydroxymethyl)isophthalate (3.4 g) is hydroyzed in ethanol and water 

1 0 with lithium hydroxide monohydrate (0.57 g) at 20-25 degrees C for 3.5 hours at 
which time the solvents are removed under reduced pressure. Water (1 00 mL) is 
added and the mixture is acidified to pH = 4 with concentrated hydrochloric acid 
The mixture is extracted with ethyl acetate and dried over magnesium sulfate, 
filtered, and concentrated to give 3^ethoxycarbonyl>5-(hydroxymethyl)benzoic 

15 acid, high resolution MS MH+ - 225.0769. 3-(Ethoxycaibonyl)-5- 
(hydroxymethyl)benzoic acid (2.3 g), EDC (3.0 g), 1-HOBT (2.1 g), 
diisopropylethylamine (2.7 mL), dipropyl amine (2.8 mL), and DMF (50 mL) are 
stirred at 20-25 degrees C overnight. The mixture is then partitioned between ethyl 
^etatey ^vater, and saline. The organic phase is separated and dried over magnesium 

20 sulfate, filtered, and concentrated. Chromatography (silica gel) gives ethyl 3- 

[(dipropylammo)carbonyl]-5-(hydroxymethyl)benzoate, NMR (CDC1 3 ) 5 0.77, 1.0, 
1.4, 1.6, 1.7, 32, 3.5, 4.4, 4.8, 7.6, 8.0 and 8.1. 

Step 2. A mixture of ethyl 3*[(dipropylamino)carbonyl]-5- 
(hydroxymethyl)benzoate (1.5 g) and phosphorous tribromide (0.95 mL) is stirred in 

25 dichloromethane (1 0 mL) and heated at 50 degrees C for 4 hours and then cooled 
and partitioned between dichloromethane and water. Hie organic phase is separated 
and washed with aqueous sodium bicarbonate and then dried over magnesium 
sulfate and taken to dryness to give ethyl 3-(bromomethyl)-5- 
[(dipropylamino)caibonyl]benzoate, high resolution MS MH+ = 370.1020. Ethyl 3- 

30 (bromomethyl)-5-[((hpmpylaimno)carbonyl]benzoate (1.4 g) and sodium cyanide 
(0.2 g) are stirred in dry DMSO (25 mL) at 20-25 degrees C for 3.5 hours and the 
mixture is then partitioned between ethyl acetate, water and saline. The organic 
layer is separated and dried over magnesium sulfate and taken to dryness under 
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reduced pressure to give ethyl 3-(cyanomethyl>5- 
[(dipropylaiiiino)carbonyl]ben2X)ate. Ethyl 3-(cyanomethyl)-5- 
[(dipropylamino)caftonyl]benzoate (0.6 g) is hydrolyzed with lithhim hydroxide 
monohydrate (0.1 g) in ethanol and water at 20-25 degrees C overnight and then 
5 added to water (50 mL). The pH is adjusted to 4 using concentrated hydrochloric 
acid and the mixture is partitioned between ethyl acetate, water, and saline. The 
organic phase is separated and dried over magnesium sulfate and taken to dryness 
under reduced pressure to give 3-(cyanomethyl)-5- 
[(dq3ropyla33adno)carbonyl]benzoic acid, MS M+H = 287.2. 

10 Step 3. A mixture of 3-(cyanomethyl)-5-[(dipropylamino)carbonyl]benzoic 

acid (IX, 0.13 g), (2R,3S)-3-ammo-14(3-methoxybenzyl)amino]-4-phenyl-2- 
butanol (Vm, 0.14 g), HATU (0.17 g), and dichloromethane (10 mL) is stirred at 40 
degrees C overnight After cooling, the mixture is washed with water and the 
organic phase is separated and dried over magnesium sulfate and taken to dryness 

1 5 under reduced pressure. Chromatography (silica gel) gives the title compound, M + 
H = 571.2 

EXAMPLE 740 ^-{(IS^Rj^-benzyl^-hydroxy^^- 
methpxybenzyljammojpropyl} -5-(h^ 
20 ^propylisophthalamide (X) 

Following the procedure of CHART P and EXAMPLE 739 and making non- 
critical variations but using 3-[(dipropylamino)cari)onyI]-5-(hydroxymethyl)benzoic 
acid (EX) and (2R,3S>3-amino4-[(3-methoxyben^ 
(VIII), the title compound is obtained, HRMS (FAB) = 615.3571. 

25 

EXAMPLE 741 N I -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -5-ethynyl-N 3 ^N 3 - 
dipropylisophthalamide (X) 
Step 1: A mixture of methyl 3-bromo-5-[(dipropylamino)carbonyl]ben2»ate 
30 (XXI, 200 mg, 0.58 mmol), PdCfcOPhsPk (16 mg, 0.03 mol %) and copper Q) iodide 
(6 mg, 0.05 mol %) in triethylamine (1.2 mL) is heated to reflux. (Trimethylsilyl) 
acetylene (100 microliter, 0.7 mmol) is added, and the mixture stirred for 3 hours, 
cooled to 20-25 degrees, diluted with water (20 mL), and extracted with chloroform 
(3x15 mL). The combined organic extracts are washed with saline (20 mL), dried 
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over sodium sulfate and concentrated under reduced pressure to give methyl 3- 
[(dipropylainino)caib(my]]-5^ynylbenzoate (XXXH, 185.5 mg), NMR (300 MHz, 
CDCI 3 ): 6 7.95, 7.75, 7.43, 3.74, 3.25, 2.95, 1.49, 1.34, 0.79, 0.56 and 0.06. 
Step 2: To a stirred mixture of the protected methyl 3- 
5 [(dipit)pylamino)caibonyl]"-5-ethynylbenzoate (XXXII, Step 1, 185.3 mg, 0.49 
mmol) in methanol (2.5 mL) is added a mixture of potassium hydroxide (2.9 mL of 
a 1 M mixture in water, 2.9 mmol). The reaction mixture is stirred for 4 hours 
diluted with chloroform (40 mL), the phases are separated and the organic phase is 
concentrated under reduced pressure to give 3-[(dipropylamino)carbonyl]-5- 

10 ethynylbenzoic acid, NMR (300 MHz, CDC1 3 ): 5 8.22, 8.05, 7.71, 3.48, 3.17, 3.16, 
1.71, 1.55, 1.00 and 0.78. 

Step 3: To a stirred mixture of 3-[(dipropylamino)carbonyl]-5- 
ethynylbenzoic acid (70 mg, 0.24 mmol) in DMF (2.5 mL) is added (2R,3S>3- 
amino-l-[(3-methoxyben2yl)amino]-4-phenyl-2-butanol dihydrochloride (VIII, 81 

15 mg, 0.24 mmol), HOBt (36 mg, 0.26 mmol) and diisopropylethylamine (170 

microliter, 0.96 mmol). To this reaction mixture is added EDC (51mg, 0.26 mmol) 
and the reaction mixture is stirred overnight The reaction mixture is diluted with 
ethyl acetate (30 mL), washed with water (3 x 50 mL), hydrochloric acid (1 N, 30 
mL), saturated sodium bicarbonate (30 mL),.saline (30 mL), dried over sodium 

20 sulfate and concentrated under reduced pressure. Purification by flash 

chromatography (silica, ethyl acetate to methanol/chlorofonn, 1/10) gives the title 
compound, IR (KBr): 3276, 2956, 2921, 1610, 1450 and 1264 cm" 1 ; ESI-MS (m/fe) 
[M + H] + = 556. 

25 EXAMPLE 742 N 1 -{(lS^R)-l^benzyl-2-hydroxy-3-[(3- 

iodobenzyl)amino]propyl}-N 3 ^J 3 -<lipropyl-5-prop-l- 
ynylisophthalamide (X) 
Following the general procedure of EXAMPLE 741 and making non-critical 
variations but using propyne in place of (trimethylsilyl) acetylene and using 
30 (2R,3S>3-amino-l-[(3-iodobenzyl)ainino]-4-phenyl-2-butanol dihydrochloride 

(VHT) in place of (2R,3 S>3-amino-l -[(3-methoxyben2yl)amino]-4-phenyl-2-butanol 
dihydrochloride (VHI), the title compound is obtained, IR (ATR): 3305, 2930, 2872, 
1613 and 1537 cm" 1 ; ESI-MS (jnlz) [M+H] + = 666. 
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EXAMPLE 743 N^(lS£RH-benzyl-2-hydroxy^ 
(trifluorome%l)benzyl]amino}pro 
dipropylisophthalamide (X) 
5 Step 1: A mixture of tert-butyl (lSH-[(2S)-oxiraayl>2- 

phenylethylcaibamate (V, 2.3 g, 8.7 mmol) and 3-(trifluoromethyl)benzylamine (VI, 
1.9 mL, 13.1 mmol) in 2-propanol (70 mL) is heated at reflux for 4 hours. The 
reaction mixture is cooled to 20-25 degrees and concentrated under reduced pressure 
to give tert-butyl (lS^R>-l-benzyl-2-hydroxy-3-{[3- 

10 (trifluoiomethyl)benzyl]amino}propylcarbamate (VH, 3.1 g) as a solid, ESI-MS 
(m/z)[M + H] + = 439. 

Step 2: A mixture of tert-butyl (lS^R>-l-benzyl-2-hydroxy-3-{[3- 
(trifluoromethyl)benzyl]amino}pn>pylcarbamate (VII, step 1, 2.5 g, 5.7 mmol) and 
hydrochloric acid (29 mL of a 4.0 M mixture in dioxane, 1 14 mmol) is stirred at 20- 

15 25 degrees. A precipitate forms and is collected by filtration, washed with ether, and 
dried under reduced pressure to give (2R,3S)-3-amino-4-phenyl-l- {[3- 
(trifluorome%l)bemyl]anrino}-2-butanol dihydrocMoride (VIE, 2.13 g), ESI-MS 
(m/z)[M+f -339. / : \ 

Step 3: A mixture of 3-[(dipropylammo)caibonyl]^ acid 

20 (DC,231mg, 0.8 nmiol), (2R,3S)-3-aminc^^ 

(trifluoromethyl)benzyl]amino}-2-butanol dihydrocMoride (Vm, Step 2, 493.5 mg, 
1.2 mmol) HOBt (162 mg, 1.2 mmol), and diisopropylethylamine (832 Micro Liter, 
4.8 mmol) is stirred in methylene chloride (4 mL) for 15 minutes EDC (206 mg, 1.2 
mmol) is added and the reaction mixture is stirred overnight. The reaction mixture 

25 is diluted with water, and extracted with methylene chloride (3 x 25 mL). The 
organic phase is washed with hydrochloric acid (IN, 25 mL), saturated sodium 
bicarbonate (25 mL), saline dried over sodium sulfate and concentrated under 
reduced pressure. Purification by flash column chromatography (silica, 100% ethyl 
acetate to methanol/chloroform, 1/9) gives title compound, IR (ATR): 3302, 2963, 

30 2932 and 1615 cm" 1 ; MS (jnlz) [M + H] + = 549. 

EXAMPLE 744 ^-{(IS^R^l-benzyl^-hydroxy^^KS- 

iodobenzyl)amino]propyl}-5-ethynyl-N 3 ^r 3 - 
dipiopylisophthalamide (X) 
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Following the general procedure of EXAMPLE 744 and making non-critical 
variations but using 3-iodobenzylamine hydrochloride salt (VI), the title compound 
is obtained, IR (ATR) 3295, 2960, 2927 and 1616 cm" 1 , APCI-MS (jnlz) [M + H] +== 
652. 

5 

EXAMPLE 745 ^-{(lS^^-benzyl-S-KS-fluoiobenTyOamino]^- 

hydroxypropyl}-5-ethynyl-N 3 ^ 3 -dipropyhsophthalamide (X) 
Following the general procedure of EXAMPLE 744 and making non-critical 
variations but using 3-fluoroben2ylamine (VI), the title compound is obtained, IR 
10 (ATR): 3217, 2961, 2918 and 1615 cm -1 ; APCI-MS (m/z) [M + H] + = 544. 

EXAMPLE 746 N l -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-5-(8- 
quinolinyl)isophthalamide (X) 

15 Step 1: A mixture of methyl-3-bn)mo-54(dipropylamino)carbonylJbenzoate 

(XLVm, 200 mg, 0.58 mmol), 8-quinolineboronic acid (200.6 mg, 1.2 mmol), 
sodium carbonate (870 Micro Liter of a 2 M mixture in water, 1 .74 mmol) in 
toluene (6 inL) is degassed undo* reduced pressure for 15 minutes and purged with 
argon. Palladium tetrakis(triphenylphosphine) (139 mg, 0.12 mmol) is added and 

20 the reaction mixture is degassed under reduced pressure for 15 minutes and purged 
with argon. The reaction mixture is heated at reflux overnight, cooled to 20-25 
degrees C and diluted with chloroform. The organic phase is separated and washed 
with water (3 x 50 mL), and saline, dried over sodium sulfate and concentrated 
under reduced pressure. Purification by flash column chromatography (silica, ethyl 

25 acetate/hexanes, 1.3/1) gives methyl 3-[(dipropylaniino)carbonyl]-5-(8- 

quinolinyl)benzoate (XLDQ 176 mg), NMR (300 MHz, CDC1 3 ): delta 8.91, 8.42, 
8.21, 8.09, 7.95, 7.86, 7.77, 7.64, 3.94, 3.49, 3.34, 1.64, 0.99 and 0.84. 

Step 2: To a mixture of methyl 3-[(dipropylamino)carbonyl]-5-(8- 
quinolinyl)benzoate (XLDC, step 1, 175.5 mg, 0.45 mmol) in methanol (2 mL) is 

30 added lithium hydroxide (32.3 mg, 1 .4 mmol) and water (500 microliter). After 
stirring overnight, the reaction mixture is partitioned between ethyl acetate (10 mL) 
and water (10 mL). The aqueous phase is separated and acidified with hydrochloric 
acid (IN), and extracted with chloroform (3 x 40 mL). The organic phase is washed 
with saline, dried (sodium sulfate) and concentrated under reduced pressure to give 
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3-[(dipropylainino)caibonyl]-5^8^uinolinyI)ben2X)ic acid (IX -L, 130 mg), NMR 
(300 MHz, CD 3 OD) 8 8.84, 8.39, 8.35, 8.05, 7.96, 7.90, 7.87, 7.79, 7.68, 3.50, 3.37, 
1.76-1.61, 0.99 and 0.84. 

Step 3: A mixture of 3-[(d^ropyIamino)caibonyl]-5-(8^uinoIinyl)ben2»ic 
5 acid (IX - L, Step 2, 130 mg, 0.35 mmol), (2R,3S)-3-amino-l-[(3- 

methoxyben2yl)amino]-4^>henyl-2-butanol dihydrochloride (VTH, 1 17 mg, 0.35 
mmol), HOBt (70 mg, 0.52 mmol) and diisopropylethylamine (241 microliter, 1.4 
mmol) in methylene chloride (2 mL) is stirred for 15 minutes EDC (89 mg, 0.52 
mmol) is added and the reaction mixture is stirred overnight. The reaction mixture 

10 is diluted with water and extracted with methylene chloride (3 x 25 mL). The 
organic phase is washed with hydrochloric acid (IN, 25 mL), saturated sodium 
bicarbonate (25 mL), saline, dried (sodium sulfate), and concentrated under reduced 
pressure. Purification by flash column chromatography (silica; methanol/chloroform, 
1/9) gives the title compound, IR (NaCl): 3301, 2916, 2365 and 1613 cm' 1 ; APCI- 

15 MS (m/z) [M + H] + = 659. 



EXAMPLE 747 N 3 -{(lS^R)-l-benzyl-2-hydioxy-3-[(3- 

methoxybenzyl)amino]propyl} -4'-methoxy-"N 5 ,N 5 - 
- . ;p dipropyl[l ,r-biphenyl]-3,5-dicarboxanude hydrochloride (X) 

20 Step 1: A mixture of 4-methoxyphenyl boronic acid (463 mg, 3.05 mmol), 3- 

bromo-5-[(dipropylamino)carbonyl]benzoic acid (XLVm, 1.02 g, 3.05 mmol), and 
potassium phosphate (1.29 g, 6.10 mmol) in 1,2-dimethoxyethane (10 mL) and 
water (5 mL) is degassed with argon for 15 minutes 

Bis(triphenylphosphine)palladium (II) chloride (21 mg, 0.03 mmol) is added, the 
25 reaction mixture is degassed again with argon, and heated at 85 degrees C overnight. 

The reaction mixture is cooled to 20-25 degrees C, and passed through a plug of 

diatomaceous earth. 

The filtrate is acidified to pH = 4 with hydrochloric acid (IN) and extracted 

with ethyl acetate. The organic phase is washed with water and saline and dried 
30 (magnesium sulfate). Hie product is purified by flash column chromatography 

(silica gel; ethyl acetate/acetic acid, 99/1) to give 5-[(dipropylaInino)carbonyl]•4 , ■- 

medioxytljl'-biphenyll-S-caiboxylic acid (IX - L, 667 mg), ESI-MS (m/z) [M + H] + 

= 356. 
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Step 2: A mixture of 5-[(dipiopylamino)caibonyl]-4 , -methoxy[l,r- 
biphenyl]-3-carboxyIic acid OK - L, step 1, 316 mg, 0.89 mmol), (2R,3S>3-amino- 
l-[(3-methoxybenzyl)amino]-4-phenyl-2-butanol dihydrochloride (VM, 332 mg, 
0.89 mmol), HOBt (181 mg, 1.34 mmol), andiV^methylmorpholine (0.37 g, 3.56 
5 mmol) in methylene chloride (8 mL) and dimethylfoimamide (2 mL) is stirred at 20- 
25 degrees for 15 minutes EDC (257 mg, 1.34 mmol) is added and the reaction 
mixture is stirred for 4.5 hours. The reaction mixture is partitioned between 
methylene chloride and water. The organic phase is washed with hydrochloric acid 
(IN) , water, and saline, dried (magnesium sulfate), and concentrated. The 

1 0 concentrate is dissolved in a minimum of methanol, treated with hydrochloric acid 
(3 mL of a 1.0 M mixture in ether, 3 mmol), and stirred for 10 minutes. More ether 
is added to precipitate the rest of the product The precipitate is collected by 
filtration and dried in the vacuum oven at 50 degrees C to give the title compound, 
mp = 205-209 degrees C; IR (ATR): 2964 and 1649 cm" 1 ; APCI-MS (m/z) [M + H] + 

15 =638. 

EXAMPLE 748 N^(lS,2R)-l-(3,5-difluorobe^ 

methoxybenzyl)amino]propyl}-N 5 ^I 5 -dipropyl[l,r- 
biphenyl]-3,5-dicaiboxamide hydrochloride (X) 

20 Step 1: A mixture of tert-butyl (lS)-2-(3,5-difluorophenyl>l-[(2S)- 

oxiranyl]ethylcarbamate (V, 500 mg, 1.67 mmol) and 3-methoxybenzylamine (VI, 
0.34g, 2.51 mmol) in 2-propanol (3 mL) is heated at reflux overnight, allowed to 
cool to 20-25 degrees C, and concentrated under reduced pressure. The residue is 
crystallized from ethyl acetate/hexanes and collected by filtration to afford tot-butyl 

25 (lS,2R)-l-(3,5-difluorobenzyl>2-hydioxy-3-[(3- 

methoxybenzyl)amino]propylcarbamate (VII, 575 mg) as a solid: ESI-MS (m/z): 437 
[M + Hf. 

Step 2: A mixture of tert-butyl (lS^R)4»(3,5-difluorobenzyl)-2--hydroxy-3- 
[(3-methoxybenzyl)amino]propylcaibamate (VII, Step 1, 535 mg, 1.23 mmol) in 
30 methanol (2 mL) is treated with hydrochloric acid (3.2 mL of a 1.0 M mixture in 
elher, 3.2 mmol), and stirred at 20-25 degrees C for 30 minutes Ether is added until 
a precipitate formed The precipitate is collected by filtration is (2R,3S>-3-amino-4- 
(3,5-difluorophenyl)-l-[(3-methoxyben2yl)amino]-2-butanol dihydrochloride (VHI). 
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Step 3: A mixture of S-KdipropylaminoJcartwnylltljV-biphenyl]^- 
carboxylic acid (DC, 188 mg, 0.56 mmol), (2R,3S>3-amino-4-(3,5-difluorophenyl)- 
l-[(3-methoxybenzyl)amino]-2-butaiiol dihydrochloride (Vm, Step 2, 230 mg, 0.56 
mmol), HOBt (114 mg, 0.84 mmol), and tf-me%lmoipholine (0.23 g, 2.24 mmol) 
5 in methylene chloride (6 mL) and dimethylfonnamide (1 mL) is stirred at 20-25 
degrees C for 15 minutes EDC (161 mg, 0.84 mmol) is added and the reaction 
mixture is stirred at 20-25 degrees C overnight. The reaction mixture is washed with 
water, 1 N hydrochloric acid, water, and saline, dried (sodium sulfate), and 
concentrated under reduced pressure to give the title compound, mp 230-233degrees 
10 C; IR (ATR): 2965, 1651, 1596 and 1267 cm 1 ; ESI-MS (m/z) |M + H] 4 " = 644. 

EXAMPLE 749 N 3 -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -l^^-dipropy 1[ 1,1- 
biphenyl]-3,5-dicarboxamide hydrochloride (X) 
15 Following the general procedure of EXAMPLE 748 and making non-critical 

variations but using (2R,3S)-3-amino-l-[(3-methoxybenzyl)amino]--4-phenyI-2- 
butanol dihydrochloride (VHI) in place of (2R,3S)-3-amino-4-(3,5-difluorophenyl)- 
l-[(3-methoxybenzyl)amino]-2-butanol dihydrochloride (VIE), the title compound is 
obtained, mp = 214-219 degrees.C; IR (KBr): 3227, 2961, 1632 and 1605 cm" 1 ; ESI- 
20 MS(7n/^)[M + H] + = 608. T^' * 

EXAMPLE 750 N 3 -{(lS^R>l-benzyl-2-hydroxy-3-[(3^ 

methoxybenzyl)amino]propyl} -4'-[(dimethylamino)sulfonyl]- 
N 5 ^ 5 -dipropyl-l,r-biphenyl-3,5-dicaiboxamide (X) 
Step 1: A flask is charged with l,l f -bis(diphenylphosphino)fenocene- 
25 dichloropalladium 1 : 1 complex (37 mg, 0.05 mmol), potassium acetate (492 mg, 4.5 
mmol) and bis(pinacolato)diboron (408 mg, 1.6 mmol) and is degassed under 
reduced pressure for 15 min and purged with argon. To this mixture is added a 
mixture of me(hyl-3-bromo-5-[(dipropylamino)caibonyl]benzoate (XXI, 500 mg, 
1.5 mmol) in anhydrous dimethyl sulfoxide (9 mL) and the reaction mixture is 
30 stiired at 80 degrees C for 4 hours. The reaction mixture is cooled to 20-25 degrees 
C, diluted with toluene (50 mL), washed with water (3 x 150 mL), saline, dried 
(magnesium sulfate), and concentrated under reduced pressure to give methyl 3- 
[((hpropylamino)carbonyl]-5-(4,4,5,5-tet^ 
ESI-MS (m/z) [M + Hf =390. 
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Step 2: A mixture of methyl 3-[(dipropylamino)caibonyl]-5-(4,4,5,5- 
tetramethyl- 1 ,3 ,2-<lioxabon)lan-2-yl)benzoate (Step 1, 534 mg, 1.4 mmol), 4- 
bromobenzenedimethyl-sulfoiiamide (363 mg, 1.4 mmol), and sodium carbonate (2 
mL of a 2 M mixture in water, 4.1 mmol) in toluene (10 mL) is degassed under 
5 reduced pressure for 15 minutes and then purged with argon. Palladium 

tetrakis(triphenylphosphine) (40 mg, 0.025 mmol) is added and the reaction mixture 
is degassed under reduced pressure for 15 minutes and then purged with argon. The 
reaction mixture is heated at reflux for 4 hours, cooled to 20-25 degrees C, filtered 
through a plug of diatomaceous earth and sodium sulfate, and the filtrate is 

1 0 concentrated under reduced pressure. Purification by flash column chromatography 
(silica; ethyl acetate/hexanes, 1/1) gives methyl 4 f -[(dimethylamino)sulfonyl]-5- 
[(dipropylaD^o)carbonyl][l,l'-biphenyl]-3^arboxylate (XXXVIII), ESI-MS (ro/z) 
[M + H] + = 447. 

Step 3: A mixture of methyl 4 1 4(dimdhylamino)sulfonyl] -5- 

15 [(dipropylainino)caibonyl][l,r-biphenyl]-3^ari^xylate (XXXVIII, step 2, 555 mg, 
1 .24 mmol) in methanol (6 mL) and sodium hydroxide (2 mL of a 6.0 M mixture in 
water, 12 mmol) is stirred at 20-25 degrees C for 4 hours. The reaction mixture is 
partitioned between ethyl acetate (40 mL) and water (40 mL). The aqueous phase is 
acidified to pH - 4 with hydrochloric acid (1N)» extracted with ether (3 x 100 mL), 

20 and the combined organic phases are concentrated under reduced pressure to give 
methyl 4 , -[(dimethylamino)sulfonyl]-5 -[(dipropylamino)carbonyl] [ 1 , l'-biphenyl]-3- 
caiboxylic acid (JX - XXXIX), NMR (300 MHz, CDC1 3 ): 6 8.37, 8. 12, 7.89, 7.80, 
3.51, 3.22, 2.76, 1.74, 1.59, 1.02 and 0.79. 

Step 4: A mixture of the acid (IX - XXXK, Step 3, 1 50 mg, 0.35 mmol), 

25 (2R,3 S)-3-amino- 1 -[(3-methoxybenzyl)amino]-4-phenyl-2-butanol dihydrochloride 
(Vm, 129 mg, 0.35 mmol) HOBt (47 mg, 0.35 mmol), and Mmethylmorpholine 
(122 pL, 1.1 mmol) is stirred in methylene chloride (4 mL) for 15 minutes EDC 
(1 07 mg, 0.62 mmol) is added and the reaction mixture is stirred overnight The 
reaction mixture is diluted with water, and extracted with methylene chloride (3 x 25 

30 mL). The organic phase is washed with hydrochloric acid (IN, 25 mL), saturated 
sodium bicarbonate (25 mL), saline, dried (sodium sulfate), and concentrated under 
reduced pressure. Purification by flash column chromatography (silica; 100% ethyl 
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acetate to methanol/chloroform, 1/9) gives the title compound, IR (ATR): 2932, 
2837 and 1593 cm' 1 ; APCI-MS (m/z) [M + H] + = 715. 



EXAMPLE 751 N 3 -{(lS^R>l-benzyl-2-hydioxy-3-[(3- 
5 iodoben2yl)amino]piopyl}^-[(dimethy^ 

5 5* 

N%N -dipropyl-14 L biphenyl-3,5-dicarboxarnide (X) 
Following the general procedure of EXAMPLE 750 and making non-critical 
variations but using 2R3S)-3-aniino-l-[(3-iodobenzyl)ainino]-4-phenyl-2-butano^ 
dihydrochloride (VIE), the title compound is obtained, IR (ATR): 3303, 2930, 2872 
10 and 1614 cm 1 ; APCI-MS (m/z) [M + H] + = 81 1 . 

EXAMPLE 752 N^{(lS^R)-l-benzyl-2-hydroxy^3-[(3- 

methoxyben2yl)amino]propyl}-N 3 ^T 3 -dipropyl-5-(3- 
thienyl)isophthalamide hydrochloride (X) 

15 Step 1 : To an ice-cold mixture of methyl 3-amino-5- 

[(dipropylamino)caibonyl]benzoate (XLVHI, 1.0 g, 3.60 mmol) in aqueous 
hydrogen tetrafluoroborate (48% wt. in H20, 12.9 mmol) is added a cold mixture of 
aqueous sodium nitrite (0.25 g, 3.60 mmol) dropwise. The mixture is stirred for 10 
min and then extracted with ethyl acetate. The organic phase is washed- with water,- 

20 dried over magnesium sulfate, filtered, and concentrated under reduced pressure to 
give a diazonium salt which is used without further purification, NMR (500 MHz, 
CD3OD): 8 9.26, 8.86, 8.71, 4.03, 3.50, 3.22, 1.75, 1.60, 1.01 and 0.79. 

Step 2: To a mixture of thiophene-3-boronic acid (1.0 g, 7.82 mmol) in 
methanol is added a concentrated aqueous mixture of potassium hydrogen difluoride 

25 (2.01 g, 25.8 mmol) dropwise. The reaction mixture is stirred for 1 0 minutes and 
concentrated under reduced pressure. The resulting solid is extracted with acetone 
and concentrated under reduced pressure gives crude material, which is 
reoystallized from acetone/ether to give potassium trifluoro(3-thienyl)borate salt, 
ESI-MS (m/z) [M + H] + =151. 

30 Step 3 : A mixture of potassium trifluoro(3-thienyl)borate salt (step 2, 0.69 g, 

1.82 mmol), diazonium salt from (XLVm, step 1, 0.42 g, 2.19 mmol), and lead 
acetate (0.02 g, 0.09 mmol) in the dark is purged with argon for 15 minutes. 
Dioxane (8 mL) is added and the reaction mixture is degassed with argon and stirred 
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at 20-25 degrees C overnight. The reaction mixture is diluted with ether, washed 
with saline, dried over magnesium sulfate and concentrated under reduced pressure 
to give methyl 3-[(dipropylamino)c^onyl]-5-(3-thienyl)henzoate (XLIX) which is 
purified by flash chromatography (silica; ethyl acetate/hexanes, 1/1), ESI-MS (m/z) 
5 [M + Hf = 346. 

Step 4: A mixture of methyl 3-[(dipropylamino)cafbonyl]-5-<3- 
thienyl)benzoate (XLDC, step 3, 0.31 g, 0,88 mmol) in THF/methanol/sodium 
hydroxide (3/1/1, 5 mL) is stirred at 40 degrees C for 2 hours. The reaction is 
cooled to 20-25 degrees C, diluted with water and extracted with ethyl acetate. The 

10 aqueous phase is acidified to pH = 4 and extracted with ethyl acetate. The organic 
phase is washed with water and saline, dried over magnesium sulfate and 
concentrated under reduced pressure to give 3-[(dipropylamino)carbonyl]-5-(3- 
thienyl)benzoic acid (DC - L), ESI-MS (m/z) [M + H] + = 332. 

Step 5: A mixture of 3-[(dipropylamino)caibonyl]-5-(3-thienyl)ben2»ic acid 

15 (DC - L, step 4, 0.26 g, 0.79 mmol), (2R,3S)0-amino-l-[(3-methoxybenzyl)amino]- 
4-phenyl-2-butanol dihydrochloride (VHI, 0.26 g, 0.71 mmol), HOBt (0.16 g, 1.18 
mmol), and triethylamine (0.44 mL, 3.15 mmol) in DMF (4 mL) is stirred at 20-25 
degrees C for 10 minutes EDC (0.23 g, 1.18 mmol) is added and the reaction 

. ? mixture is stirred for 4 hours. The reaction mixture is diluted with water and 

20 extracted with ethyl acetate. The organic phase is washed with hydrochloric acid (1 
N), water, and saline, dried over magnesium sulfate and concentrated under reduced 
pressure. Recrystellization (methylene chloride/hexanes, 1/1) gives the title 
compound, mp = 199-201 degrees C; IR (KBr): 3278, 2961, 2874 and 2837 cm* 1 ; 
ESI-MS (m/z) [M + H] + = 614. 

25 EXAMPLE 753 N-{(lR^R>l-(3,5-difluorobenzyl>2-hydioxy-3-[(3- 

methoxybenzyl)amino]propyl}-3-methyl-5- 
pentanoylbenzaniide (X) 
Step 1 : To an ice-cold, stirred mixture of oxalyl chloride (733 mg, 5.77 
mmol) in methylene chlorOide (5 mL) is added 3 drops of dimethylformamide. 

30 After 10 minutes 3-(methoxycarbonyl)-5-methyIbenzoic acid (LXXHI, 560 mg, 2.89 
mmol) is added. The reaction mixture is stilted for 1 hour and concentrated under 
reduced pressure to provide an acid chloride (LXXIV), which is used without further 
purification. 
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Step 2: To a -78 degrees C, stirred mixture of acid halide (LXXtV, step 1, 
612 mg, 2.89 mmol) and copper (I) bromide (415 mg, 2.89 mmol) in tetrahydrofuran 
(5 mL) is added butyl magnesium chloride (1.44 mL of a 2.0 M mixture in 
tetrahydrofuran, 2.89 mmol). The reaction mixture is warmed to 20-25 degrees C, 
5 quenched by addition of saturated ammonium chloride, and diluted with ether. The 
organic phase is separated, washed with saline, dried (sodium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash column chromatography 
(silica; hexanes/ethyl acetate, 6.5/1) gives methyl 3-methyl-5-pentanoylbenzoate 
(LXXVI), NMR (300 MHz, CD 3 OD): 8 8.43, 8.05, 3.96, 3.01, 1.77, 1.55 and 1.22. 

10 Step 3: A mixture of methyl 3-methyl-5-pentanoylbenzoate (LXXVI, step 2. 

133 mg, 0.605 mmol) in methanol (1 mL) is stirred with 
tetrahydrofuran/methanol/sodium hydroxide (2 N) (3/1/1, 3 mL) for 3 days. The 
reaction mixture is diluted with ethyl acetate and washed with water. The aqueous 
phase is separated and acidified with hydrochloric acid (1 N) and extracted with 

15 methylene chloride. The organic phase is dried (sodium sulfate), filtered, and 

concentrated under reduced pressure to give 3-methyl-5-pentanoylbenzoic acid (DC - 
LXXVII), NMR (300 MHz, CD3OD): 5 8.44, 8.03, 3.10, 2.33, 1.78, 1.64 and 1.34. 

Step 4: To a mixture of 3-methyl-5-pentanoylbenzoic acid (IX - LXXVII, 
112 mg, 0.589 mmol), (2R^3S)-3-amino-4-(3,5-difluorophenyl>l-[(3- 

20 methoxybenzyl)amino]-2-butanol dihydrochloride (VHI, 239 mg, 0.589 mmol), 
HOBt (80 mg, 0.589 mmol), and iV-methyhnorpholine (250 mg, 2.47 mmol) in 
methylene chloride (3 mL) is added EDC (203 mg, 1 .06 mmol). The reaction 
mixture is stirred overnight and then partitioned between ethyl acetate and water. 
The organic phase is washed with hydrochloric acid (1 N), saturated sodium 

25 bicarbonate, saline, dried (sodium sulfate), filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography (silica; methylene 
chloride/methanol, 12/1) gives the title compound, IR (ATR): 3297, 2957, 1687 and 
1628 cm" 1 ; APCI-MS (m/z) {M + H]*= 539. 



30 EXAMPLE 754 N l -(4-hydroxybutyl>N 3 -{(lS)-2-hydroxy-l-(4- 

hydroxybenzyl)-3-[(3-methoxybenzyl)amino]propyl}-5- 
methyl-N^propylisophthalamide (X) 



WO 02/02512 PCT/US01/21012 

241 

Step 1: To a mixture of methyl (2S)-3-[4-(benzyloxy)phenyl]-2-(tert- 
butoxycaitK>nyl)aminopropanoate (1 .79 g, 4.65 mmol) in a THF/methanolAvater 
(1/2/1, 16 ml) is added lithium hydroxide (340 mg, 13.9 mmol) and the mixture 
stirred at 20-25 degrees C for 12 hours. The mixture is quenched with citric acid 
5 (10%). The resulting mixture is extracted with ethyl acetate (3x15 ml). The 
combined organic extracts are washed three times with water, dried over sodium 
sulfate, filtered, and concentrated under reduced pressure to give (2S)-3-[4- 
(beii2y]oxy)phenyl]-2-[(tert-butoxycaibonyl)amino]pix)panoic acid which is carried 
on without purification. To a -78 degrees C, stirred mixture of (2S)-3-[4- 

10 (benzyloxy)phenyl]-2-[(tert-butoxycaibonyl)amino]propanoic acid (10.0 g, 27.0 
mmol) in THF (200 mL) is added NMM (3.20 mL, 29.0 mmol) and isobutyl 
chloroformate (3.8 mL, 29.0 mmol). The cold bath is removed, the reaction mixture 
is stirred for 1 hour, and then filtered. The filtrate is kept cold and used in the next 
step. To an ice-cold, stirred mixture of ether (110 mL) and potassium hydroxide 

15 (40%, 35 mL) is slowly added 1 -methyl-3-nitro- 1 -nitrosoguanidine (8.40 g, 

57.0 mmol). The reaction mixture is stirred until gas evolution ends. The organic 
phase is separated and slowly added to an ice-cold, stirred mixture of the mixed 
anhydride filtrate from step 2. After the reaction mixture is stirred for 1 hour, 
nitrogen is bubbled into the mixture for 10 minutes The resulting mixture is 

20 concentrated under reduced pressure, diluted with ethyl acetate (200 mL), and 

washed with water (100 mL). The organic phase is washed with saturated sodium 
bicarbonate and saline, dried over sodium sulfate, filtered, and concentrated under 
reduced pressure to give the diazoketone, which is carried on without purification or 
characterization. To an ice-cold, stirred mixture of diazoketone in ether (100 mL) is 

25 added hydrobromous acid (48%, 4 mL, 73 mmol). The cold bath is removed, the 
reaction mixture stirred for 30 minutes, and partitioned between ether and water. 
The organic phase separated and washed with saturated sodium bicarbonate and 
saline, dried over sodium sulfate, filtered, and concentrated under reduced pressure 
to give tert-butyl (lS)-l-[4-(benzyloxy)benzyl]-3-bromo-2-oxopropylcarbamate (IV) 

30 which is used without further purification or characterization. To a -78 degrees C, 
stirred mixture of tert-butyl (lS)-l-[4-(benzyloxy)benzyl]-3-bromo-2- 
oxopropylcarbamate (TV) in a isopropanol/THF (2/1, 150 mL) is slowly added 
sodium borohydride (1.15 g, 30.0 mmol). The reaction mixture is stirred for 30 
minutes followed by the addition of water (30 mL). The resulting mixture is 
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wanned to 20-25 degrees C and concentrated under reduced pressure in a water bath 
not exceeding 30 degrees C. The crude residue is dissolved in ethyl acetate and 
washed with water and saline. The organic phase is dried over magnesium sulfate, 
filtered and concentrated under reduced pressure to give the bromohydrin as a solid 
5 To an ice-cold, stirred mixture of bromohydrin in ethanol (150 mL) and ethyl acetate 
(100 ml) is added a potassium hydroxyde (1 N) ethanol mixture (36 mL, 36 mmol). 
The cold bath is removed and the reaction mixture is stirred for 30 minutes. The 
resulting mixture is partitioned between ethyl acetate and water. The organic phase 
is separated and washed with saline, dried over magnesium sulfate, filtered, and 

10 concentrated under reduced pressure. Purification by flash chromatography (silica; 
hexanes/ethyl acetate, 5/1) gives tert-butyl (lS)-2-[4-(bCTizyloxy)phenyl]-l-[(2S> 
oxiranyl]ethylcaibamate (V, as a 8/1 mixture of diastereomers), NMR (500 MHz, 
CDC1 3 ) 8 7.44-7.32, 7.14, 6.93, 5.07, 4.45, 3.61, 3.00-2.60 and 1.39. 

Step 2: A mixture of 4-ben2yloxybutyric acid (2.69 g, 13.8 mmol), 

15 propylamine (0.82 g, 13.8 mmol), HOBt (2.05 g, 15.2 mmol), tf-methylmorpholine 
(1.68 g, 16.6 mmol) and EDC (2.91 g, 15.2 mmol) in DMF (6 mL) is stirred at 20-25 
degrees C for 18 hours. The mixture is diluted with ethyl acetate (40 mL) and 
washed with water (10 mL), hydrochloric acid (1 N, 1 0 mL), saturated sodium 
bicarbonate (10 mL), and salinp t (10*mL). /The orjganic phase is separated^ dried over 

20 magnesium sulfate, filtered, and concentrated under reduced pressure to provide 4- 
(ben2yloxy>-N-propyIbutanamide (2.59 g), APCI-MS (m/z) [M + HJ^ 236. 

Step 3: To an ice-cold, stirred mixture of 4-(benzyIoxy)-N-propylbutanamide 
(2.59 g, 1 1.0 mmol) in THF (8 mL) is added lithium aluminum hydride (0.54 g, 14.3 
mmol). The reaction mixture is heated to 40-50 degrees C for 5 hours. The cooled 

25 reaction mixture is quenched with water (0.5 mL), sodium hydroxide (2 N, 1 .0 mL), 
and saline (0.5 mL) then diluted with ether (30 mL). The precipitate that formed is 
filtered ofl; and the ether phase) dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to give N-[4-(benzyloxy)butyl]-N-propylamine 
(2.41 g), APCI-MS (m/z): 222 [M + Hf. 

30 Step 4: A mixture of N-[4-(ben^loxy)butyl]-N-propylamine (2.31 g, 10.44 

mmol), 3-(ethoxycarbonyl>5-methylbenzoic acid (2.18 g, 10.44 mmol), HOBt (1.56 
g, 11.49 mmol), i^-methylmorpholine (137 mL, 12.52 mmol), and EDC (2.20 g, 
11.49 mmol) in DMF (12 mL) is stirred at 20-25 degrees C for 18 hours. The 
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reaction mixture is diluted with ethyl acetate (80 mL) and washed with water (2 x 20 
mL), hydrochloric acid (1 N, 20 mL), saturated sodium bicarbonate (20 mL) and 
saline (20 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure. Purification by flash chromatography (silica; hexanes/ethyl 
5 acetate, 1/1) gives ethyl 3- {[[4-(benzyloxy)butyl](propyl)amino]carbonyl} -5- 
methylbenzoate (L79 g), NMR (500 MHz, DMSO-4): deit*7.80, 7.64, 7.40, 7.38- 
7.16, 4.5(M.43, 4.34-4.29, 3.53-3.30, 3.20-3.06, 2.41-2.36, 1.70-1.40, L36-1.29, 
0.94-0.84 and 0.82-0.72; APCI-MS(m/z) [M + Hf = 412. 

Step 5: To a mixture of ethyl 3-{[[4-(benzyloxy)butyl](propyl)- 

1 0 amino]carbonyl} -5-methylbenzoate (1 .75 g, 4.25 mmol) in THF/ethanol/water 
(1/2/1, 30 mL) is added lithium hydroxide (0.31 g, 12.76 mmol). The reaction 
mixture is stirred for 2 h and thai acidified to pH = 3 with concentrated hydrochloric 
acid (0.5 mL). The reaction mixture is extracted with ethyl acetate (2 x 30 mL), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure to 

1 5 give 3- {[[4-(benzyloxy)butyl](propyl)amino]carbonyl} -5-methylbenzoic acid (DC, 
1.63 g), ESI-MS {m/z) [M + H] + = 384. 

Step 6: A mixture of terUmtyl (lS>2-[4-(benzyloxy)phenyl]-l-[(2S)- 
oxiranyl]ethylcarbamate (V, 1.58 g, 4.28 mmol) and 3-methoxybenzytamine (VI, 
825 microliter, 6.42 mmol) in isopropmol (45 mL) is heated to 90 degrees C for 4 

20 hours. Upon cooling to 20-25 degrees C, the reaction mixture is concentrated under 
reduced pressure. Purification by flash chromatography (silica; methylene 
chloride/methanol/ammonium hydroxide 98/1/1 to 95/:4/l) gives tert-butyl (1S,2R)- 
1 -[4-(benzyloxy)benzyl]-2-hydro^ 

(VII, 1.97 g), NMR (300 MHz, MeOH-d,): 8 7.41-6.79, 5.05, 4.33-3.33, 3.74, 3.54, 

25 3.03-2.46 and 1 .29; ESI-MS (m/z) [M + Hf = 507. 

Step 7: tert-Butyl (lS,2R>l-[4-(benzyloxy)benzyl]-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propylcaibamate (VII, step 6, 2.34 g, 4.62 mmol) in dioxane 
(10 mL) is treated with hydrochloric acid (12 mL of a 4.0 M mixture in dioxane, 48 
mmol) for 2 hours. The precipitate that forms is collected by filtration, washed with 

30 ether, and dried under reduced pressure overnight to give (2R,3S>3-amino-4-[4- 
(benzyloxy)phenyl]-l-[(3-methox^ hydrochloride (VIII), 

NMR (300 MHz, MeOIW,): 5 7.44-6.96, 5.05, 4.21, 3.83, 3.65) and 3.21-2.77; ESI- 
MS (m/z [M+H] + = 407. 
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Step 8: To an ice-cold, stirred mixture of 3-{[[4- 
(benzyloxy)butyl](propy^^ acid (DC, 310 mg, 

0.809 mmol), (2R,3S>3 -amino-4-[4-(benzyloxy)phenyl]- 1 -[(3- 
methoxybenzyl)amino]-2-butanol hydrochloride (VTH, 359 mg, 0.809 mmol), and 
5 bromotripynolidinophosphonium hexafluorophosphate (415 mg, 0.890 mmol) in 
methylene chloride (10 mL) is added diisopropylethylamine (285 microL, 1.62 
mmol) dropwise. The resulting mixture is stirred at 0 degrees C for 30 minutes and 
then warmed to 20-25 degrees C. After 4 hours, the reaction is concentrated under 
reduced pressure and is partitioned between ethyl acetate and water. The aqueous 

10 phase is separated and extracted with ethyl acetate (3x15 mL), the combined 
organic phases are dried over magnesium sulfate, and concentrated under reduced 
pressure. The concentrate is purified by flash chromatography (silica; methylene 
cHoride/methanol/ammonium hydroxide 96/3/0.5) to giveN 1 -{(lS^R)4-[4- 
(benzyloxy)benzyl]-2-hydroxy^ 

15 (ben^loxy)butyl]-5-methyl-N 3 -propylisophthalamide (X) NMR (300 MHz, 

Acetone-J,): delta7.99-6.74), 5.01 4.51-4.29, 4.36, 4.01, 3.80, 3.55-3.16, 2.98-2.82, 
2.65-2.62, 236, 1.85-1.29, 1.01 and 0.68; ESI-MS (mlz) [M + H] + = 772. 

Step 9. A mixture of N 1 -{(lS,2R)-l-[4-(bei^^ 
[(3-methoxybenzyl)ammo]propyl}-N^ - 

20 propylisophthalamide (X, 100 mg, 0.130 mmol) and palladium on carbon (10%, 100 
mg) in absolute glacial acetic acid (5 mL) is shaken under an atmosphere of 
hydrogen at 35 psi for 5 hours. The resulting mixture is filtered through 
diatomaceous earth and washed with methanol. The combined filtrates are 
concentrated under reduced pressure. The concentrate is purified by flash column 

25 chromatography (silica; gradent of dichloTomethane/methanol/ammonium hydroxide 
97/3/0.05 to 93/7/0.05) to give the title compound: NMR (300 MHz, CD3OD): 5 
7.55-6.64, 4.19, 3.99-3.72, 3.63-3.36, 3.21-3.09, 2.79-2.69, 2.39, 1.90-1.40, 1.29 and 
1.02-0.6; ESI-MS (m/z) [M + H] + = 592. 

EXAMPLE 755 N l -{(lS^)-24iydroxy-l-(4-hydroxybenzyi)-3-[(3- 
3 0 methoxybenzyl)amino]propyl} -N 3 -(3-hydroxypropyl)-5- 

methyl-N 3 -propylisophthalamide (X) 
Following the general procedure of EXAMPLE 754 and making non-critical 
variations, but using 3-{[[3-(benzyloxy)propyl](propyl)amino]caibonyl}-5- 
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methylbenzoic acid (IX) in place of 3-{[[4~(benzyloxy)bxityl](propyI)amino]- 
caibonyl}-5-methylbenzoic acid (EX), the title compound is obtained, ESI-MS (mlz) 
[M + H] + = 578. 

5 EXAMPLE 756 N^UlS^R^-hydioxy-H^hydroxybenzy^ 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide (X) 
Step 1. To a stirred mixture of 3-[(dipropylamino)caftonyl]-5- 
methylbenzoic acid (DC, 150 mg, 0.570 mmol), (2R,3S)-3-amino-4-[4- 
10 (benzyIoxy)phenyl]-l-[(3-me&oxybenzyl)amino]-2-butanol hydrochloride (VIII, 
274 mg, 0.571 mmol), N, A^iisopropylethylamine (400 microliter, 2.28 mmol), and 
HOBt (116 mg, 0.857 mmol) in dichloromethane (10 mL) is added EDC (165 mg, 
0.857 mmol). The resulting mixture is stirred at 20-25 degrees C for 16 hours. The 
reaction mixture is partitioned between dichloromethane and water. The aqueous 
15 phase is separated and extracted with dichloromethane (3 x 15 mL). The combined 
organic phases are washed with water, dried (magnesium sulfate), and concentrated 
under reduced pressure. Purification by flash column chromatography (silica; 
dichloromethane/methanol/ammonium hydroxide, 97/3/0.05) gives N^KIS^ZR)-!- 
[4^enzyloxy)benzyl]-2^ 
20 ^N 3 ^fipropyhsophthalamide,ESI-MS (mlz) [M + HQ + = 652." ? : r ' 

Step 2. A mixture of N^(lS,2R>l-[4-(ben2yloxy)^^ 
[(3-methoxyben2yl)ammo]p^ 

mg, 0.215 mmol) and palladium on carbon (10%, 140 mg) in absolute glacial acetic 
acid (5 mL) is shaken under an atmosphere of hydrogen at 35 psi for 5 hours The 

25 resulting mixture is filtered through diatomaceous earth and washed with methanol. 
The combined filtrates are concentrated under reduced pressure. The concentrate is 
purified by flash column chromatography (silica; methylene 
chloride/methanol/ammonium hydroxide gradient from 97/3/0.05 to 93/7/0.05) to 
give the title compound, IR (KBr) 2962, 2931, 1611, 1594 and 1263 cm' 1 ; ESI-MS 

30 (m/z)[M + Hf = 562. 



EXAMPLE 757 N ! -((lS3>l-benzyl-3-{[3-(2,4- 

dimethylphenyl)propyl]amino} -24iydroxypropyl)-5-methyl- 
N 3 ^N 3 -dipropylisophthalamide (X) 
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Step 1: A stirred mixture of tert-butyl (lS)-l-[(2S)-oxiranyl]-2- 
phenylethylcaibamate (V, 247 mg, 0.939 mmol), sodium carbonate (299 mg, 2.82 
mmol), and 3<2,4-dimethylphenyl)piopylamine (VI, 628 mg, 2.82 mmol) is heated 
at reflux overnight The reaction mixture is cooled to 20-25 degrees C and 
5 concentrated under reduced pressure. Purification by flash column chromatography 
(silica; methylene chloride/methanol/ammonium hydroxide, 98/2/1) gives tert-butyl 
(lS,2R)-l-benzyl-3-{[3^2,4-dm 

hydroxypropylcarbamate (VII), NMR (300 MHz, CD 3 OD): 8 7.22-7.16, 3.81, 3.18, 
2.77, 2.54, 2.15, 2.13, 1.89 and 1.23. 

10 Step 2: To a stirred mixture of tert-butyl (lS,2R)-l-benzyl-3-{[3-(2,4- 

dimethylphenyI)propyI]airim^ (VII, 180 mg, 0.423 

mmol) in dioxane (2 mL) is added hydrochloric acid (0.32 mL of a 4 N mixture in 
dioxane, 1 .27 mmol). The reaction mixture is stirred overnight and concentrated 
under reduced pressure to give (2R,3S)-3-amino-l-{[3-(2,4- 

15 dimethy lphenyl)propy 1] amino} -4-phenyl-2-butanol hydrochloride (VIH), NMR (300 
MHz, CDCI3): 8 7.14, 3.73, 2.70, 2.32 and 1.86. 

Step 3: To a stirred mixture of (2R,3S)-3-amino-l-{[3-(2,4- 

. . dimethylphenyl)prepyl]amino}-4-phenyl-2-butanoI hydrochloride (VHI, 163 mg, 
..0.411 mmol), 3-[(dipropylainino)carbonyl]-5-methylben2X)ic acid (DC, 108 mg, . 

20 : ' 0.411 mmol), HOBt (55 mg, 0.411 mmol), and JV^methylmorpholine (133 mg, 1.32 
mmol) in methylene chloride (5 mL) is added EDC (142 mg, 0.740 mmol). The 
reaction mixture is stirred overnight and then partitioned between ethyl acetate and 
water. The organic phase is washed with hydrochloric acid (1 N), saturated sodium 
bicarbonate, saline, dried (sodium sulfate), filtered, and concentrated wider reduced 

25 pressure. Purification by flash column chromatography (silica; methylene 

cMoride/methanol/ammonium hydroxide, 95/5/1) gives the title compound, IR 
(ATR): 3299, 2930 and 1614 cm -1 ; APCI-MS (m/z) [M + H] + = 572. 

EXAMPLE 758 ^-((IS^-l-benzyl^-hydroxy-S-ttS^ 
30 mefhylphenyl)propyl]ainino}propyl>5-metihyl-N 3 ^f 3 - 

dipropylisophthalamide hydrochloride (X) 
Following the general procedure of EXAMPLE 757 and making non-critical 
variations, but using 3-(4-methylphenyI)propylamine in place of 3-(2,4- 
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dimethylphenyl)pix>pylamine, the title compound is obtained, TR (ATR): 3282, 2929 
and 1594 cm" 1 ; APCI-MS (m/z) [M + H] + = 558. 



EXAMPLE 759 N^KlS^ZR^l-benzyl^-hydroxy-S-tCS- 
5 methoxyben2yl)amino]propyl} -S-methyl-N^ ,N3- 

cfipropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5, and 6 and making non- 
critical variations but using tert-butyl (lS)-l-[(2S)-oxiranyl]-2- 
phenylethylcarbamate (V) and 3-methoxybenzylamine (VI) and "5-Me-PHTH" (IX), 

10 the title compound is obtained, MS [M+H] + 5=2 5463. 

EXAMPLE 760 N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} - 1 ,3-dioxo-2-propyl-5- 
isoindolinecaiboxamide (X) 
15 Following the general procedure of EXAMPLES 4, 5, and 6 and making non- 

critical variations but using tert-butyl (lS)-l-[(2S)-oxiranyl]-2- 
phenylethylcarbamate (V) and 3-methoxybenzylamine (VI) and l,3-dioxo-2- 
propylisoindoline-5-caiboxylic.acid (DC), the title compound is obtained, MS 
[M4H] + = 516l2: - * ' ■ • • , 

20 

EXAMPLE 761 N-{(lR^R)-l-benzyl^hydroxy-3-[(3- 

me1hoxybenzyl)amino]propyl}-3-bromo-5-methylbenzamide 

(X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
25 critical variations but using benzyl (lS)-l-[(2S)-oxiranyl]-2-phenylethylcarbamate 
(V) and 3-methoxybenzylamine (VI) and 3-bromo-5 -methylbenzoic acid (IX), the 

title compound is obtained, MS [M+H] + = 497.1, 499.1, 

EXAMPLE 762 3-bromo-N-{(lS^R)-l-(3,5-difluorobenzyl>2-hydroxy-3.[(3- 
30 methoxyben2yl)amino]propyl}-5-methylbenzamide (X) 

Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-di£luorophenyl)-l-[(2S)-oxiranyl] 
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ethylcarbamate (V) and 3 -methoxybenzylamine (VI) and 3-bromo-5-methylbenzoic 
acid (DC), &e title compound is obtained, MS [M+H] + = 5333, 5353. 

EXAMPLE 763 ^-{(iS^-l^benzyl^-bydroxy-S-tfS^ 

5 methoxybenzyl)amino]propyl} ^methyl-N 3 ,N 3 - 

(Hpropylisophthalamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using benzyl (lS)-l-[(2S)-oxiranyl]-2-phenylethylcaibamate 
(V) and 3-methoxybenzylamine (VI) and 3-[(dipropylamino)caibonyl]-4- 

10 methylbenzoic acid (IX), the title compound is obtained, MS (M+-H] + = 546.4. 

EXAMPLE 764 N 1 - {(lS,2R>l-(3,5-difluorobenzyl)-2.hydroxy«3-[(3- 
methoxybenzyl)amino]propyl} -4-methyl- N 3 ,N 3 - 
dipropylisophthalamide (X) 
15 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tertrbutyl (lS)-2<3,5^1ifluoropheiiyl)'l-[(2S)-oxiranyl] 
ethyicarbamate (V) and 3-methoxybenzylamine (VI) and 3- / ^ 
[(dipropylamino)carbonyl]-4-methylbenzoic acid (EX), the title compound is 

obtained, MS [M+H] + = 5823. • 

20 

EXAMPLE 765 N 3 - {(lS,2R)4-benzyi-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -4-methyl-NljSf^- 
dipropylisophthalamide (X) 
3 -Bromo-4-methyIbenzoic acid (10.94 g, 43.25 mmol), copper(I)cyanide 
25 (7.75 g, 86.5 mmol) and l-methyl-2-pyrrolidinone (75 ml) are heated to 160 degrees 
C overnight The mixture is cooled and vacuum distilled to give a residue which is 
stirred in hydrochloric acid (6N, 60 ml) for 10 minutes. The resulting solid is 
collected by filtration, washed with water, ether, and dried The solid is heated to 90 
degrees C in sodium hydroxide (2N, 250 ml) for 3 hours and the mixture is then 
30 cooled and stirred overnight at 20-25 degrees C. The reaction is acidified to about 
pH 3 with concentrated hydrochloric acid which gives a precipitate. Hie solids are 
collected by filtration and washed with water, then triturated in boiling water, 
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filtered and dried in a vacuum oven at 60 degrees C. The solid is dissolved in 
methanol (75 ml) and concentrated hydrochloric acid (5 ml) is added and the 
mixture is refluxed overnight The mixture then is cooled and concentrated under 
reduced pressure. Chromatography (silica gel; methanol/methylene chloride, 8/92) 
5 gives 5-(methoxycaibonyl)-2-methylbenzoic acid. 

To 5-(methoxycaibonyl)-2-methylbenzoic acid (250 mg, 1.3 mmol) and 
triethylamine (0.72 ml, 5.2 mmol) in methylene chloride (14 ml) is added 
diethylcyanopyrocarbonate (90%, 0.24 ml, 1.4 mmol) with stirring. After 1 minute, 
(2R,3S)^-amino-l-[(3-methoxybenzyl)amm^ 

1 0 (Vm, 485 mg, 1 .3 mmol) is added and the reaction is stirred overnight The mixture 
is concentrated followed by chromatography (silica gel; methanol/methylene 
chloride 8/92) to afford 3-[({(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} amino)carbonylJ^methylbenzoate. 
3-[({(lS^R)-l-benzyl-2-hydroxy»3-[(3- 

1 5 methoxybenzyl)amino]propy 1} amino) carbonyl]-4-methyIbenzoate (200 mg, 0.42 
mmol) is treated with lithium hydroxide (39 mg, 0.96 mmol) in 
tetxahydrofuran/methanol/water (2/1/1, 2 ml), and the mixture stirred overnight at 
20-25 degrees C. The mixture is decanted and the supernatant concentrated to give 
3-[({(lS,2R)-l-ben2yl-2-hy<to^ " 

20 amino)carbonyl]-4-meliiylbenzoic acid 

3-[({(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} amino) caibonyl]-4-methylbenzoic acid (124 mg, 
0.27 mmol) is dissolved in triethylamine (0.07 ml, 0.54 mmol) and methylene 
chloride (3 ml) and treated with diethylcyanopyrocarbonate (90%, 0.06 ml, 0.32 

25 mmol) with stirring for 2 minutes. Dipropylamine (0.04 ml, 0.32 mmol) is added 
and stirring continued overnight The organic phase is diluted with methylene 
chloride and washed with saturated sodium bicarbonate (2 X 50 ml) and saline (50 
ml) then dried over anhydrous sodium sulfate, filtered and concentrated. 
Chromatography (silica gel; methanol/methylene chloride, 8/92) gives the title 

30 compound, MS [M+HJ^ = 546.3. 
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EXAMPLE 766 N-{(lS,2RH-benzyl^ 

methoxybenzyl)amino]propyl} -3^2-fuiyl)-5- 
methylbenzamide (X) 
N- {(lR^R>l-beozyl-2-hydroxy-3-[(3-me -3- 
5 bromo-5-methylbenzamide (X, EXAMLE 761, 295 mg, 0.59 mmol), 2- 

furanylboronic acid (133 mg, 1.19 mmol) and sodium carbonate (366 mg, 2.95 
mmol) are combined in dimethylformamide (5 ml) and sparged under a flow of 
nitrogen for 15 minutes. Tetralds(triphenylphosphino)palladium (136 mg, 0.12 
mmol) is added and the mixture heated to 100 degrees C overnight The mixture is 
10 cooled to 20-25 degrees C, diluted with chloroform (50 ml) and extracted with water 
(3 x 100 ml). The organic phase is separated and washed with saturated sodium 
bicarbonate (2 x 100 ml) and saline (100 ml), dried over anhydrous Sodium sulfate, 
filtered, and concentrated under reduced pressue. The residue is chourotnatographed 
(silica gel; methanol/methylene chloride, 8/92) to give the title compound, MS 

15 [M+H] + = 485.3. 

EXAMPLE 767 N-{(lS^R>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]pn)pyl}-3%5,5 ^trimethyM ,1'- ■ 
biphenyl-3-caiboxamide (X) ^ . . : ■/ 
20 Following the general procedure of EXAMPLE 766 and making non-critical 

variations but using 3,5-dimethylphenylboronic acid, the title compound is obtained, 

MS [M+H]+ = 523.3. 



EXAMPLE 768 3 , -Acetyl-N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
25 methoxybenzyl)amino]propyl}-5-metiiyl[l,r-biphenyl]-3- 

carboxamide (X) 

Following the general procedure of EXAMPLE 766 and making non-critical 
variations but using 3-acetylphenylboronic acid, the title compound is obtained, MS 

[M+H} + = 537.3. 

30 

EXAMPLE 769 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyI)amino]propyl} -3 f -methoxy-5-methyl[ l,l f - 
biphenyl]-3-carboxamide (X) 
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Following the general procedure of EXAMPLE 766 and making non-critical 
variations but using 3-metiioxyphenylboronic acid, the title compound is obtained, 

MS [M+H] + = 525.3. 



5 EXAMPLE 770 N-{(lS,2R)-l-benzyl-2-hyto 

methoxyben2yl)atnmo]propyty^ 
carboxamide (X) 

Following the general procedure of EXAMPLE 766 and making non-critical 
variations but using phenylboronic acid, 1he title compound is obtained, MS 

10 [M+H] + = 495.3. 



EXAMPLE 771 3-Methyl-5-(3-thienyl)benzoic acid (K) 

Following the general procedure of EXAMPLE 766 and making non-critical 
variations but using 2-thiopheneboronic acid and methyl 3-bromo-5- 
15 methylbenzoate, methyl 3-methyl-5-(3-thienyl)benzoate is obtained. 

Methyl 3 -methyl-5 <3 -thienyl)benzoate (257 mg, 1.1 mmol) is treated with 
lithium hydroxide (1 86 mg, 4.4 mmol) in tetrahydrofixran/methanol/water (8 ml, 
2: 1 :1) and the mixture is stirred for 2 hours at 20-25 degrees C. The mixture is 
acidified and concentrated to give the title compound, MS [M+H] + = 21 7.0. 

20 

EXAMPLE 772 N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyI)amino]propyl}-3-methyl-5-(3- 
thienyl)benzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
25 critical variations but using benzyl (1 S)-l-[(2S)-oxiranyl]-2-phenylethylcaibamate 
(V) and 3-methoxybenzylamine (VI) and 3-methyl-5~(3-thienyl)benzoic acid (IX), 

the title compound is obtained, MS [M+H] + - 501.2. 



EXAMPLE 773 N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3- 
30 methoxyben2yl)amino]propyl}-3-methyl-5-(2- 

thienyl)benzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using benzyl (lS>-l-[(2S)-oxiranyl]-2-phenylethylcarbamate 
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(V) and 3 -methoxybenzylamine (VI) and 3-methyl-5^2-thienyl)benzoic acid, the 
title compound is obtained, MS [M+H] + = 501.2. 

EXAMPLE 774 N-{(1S;2R)-M3,5kMuc^ 
5 methoxybenzyl) amino}piopyl}~3-methyl-5-(3- 

thienyl)benzamide (X) 
Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 
critical variations but using tert-butyl (lS)-2-(3,5-difluorophenyl)-l-[(2S)-oxiranyl] 
ethylcarbamate (V) and 3-methoxybenzylamine (VI) and 3-methyl-5-(3~ 

10 thienyl)benzoic acid (IX), the titte compound is obtained, MS [M+H] + = 537.2. 

EXAMPLE 775 N-{(lS^>l<3 f 5-difluorobenzyl)-2-hydix>xy-3-[(3. 

iodobenzyl)amino] propyl} -3-mefhyl-5-(3-tliienyl)benzaniide 
(X) 

1 5 Following the general procedure of EXAMPLES 4, 5 and 6 and making non- 

critical variations but using tert-butyl (lS)-2^3,5-difluorophenyl)--l-[(2S)-oxiranyl] 
ethylcarbamate (V) and 3 -iodobenzylamine (VI) and 3-methyl-5-(3-thienyl)benzoic 

acid (IX), the title compound is obtained, MS [M+H] + - 633.1 . 

- - - ■ .'is** : -^r - • . * * * *- 

ki - ' » • - - , - 

20 EXAMPLE 776 N-{(lS,2R)-l«benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}-4-methyl-3-(3- 
thienyl)benzamide (X) 
Following the general procedure of EXAMPLES 4, 5, 6 and 766 and making 
non-critical variations but using benzyl (lS)-l-[(2S)-oxiranyl]-2- 
25 phenylethylcarbamate (V) and 3-methoxybenzylamine (VI) and 3-bromo-4- 
methylbenzoic acid (IX) and 3-thiopheneboronic acid, the title compound is 

obtained, MS [M+H] + - 501.2. 

EXAMPLE 777 N l -{(lS^R>l-Benzyl-2-hydroxy-3-[(3- 
30 methoxybenzyI)amino]propyl} -N 3 ^ 3 JSf 5 ,N 5 - 

tetrapropylbenzene-l ,3,5-tricarboxamide hydrochloride (X) 
Following the general procedures of CHART A as well as PREPARATIONS 
1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and making non-critical 
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variations and using the appropriate reagents, Hie title compound is obtained, HRMS 
(FAB) = 659.4155. 

EXAMPLE 778 N l -{(lS,2R)-l-(3,5-Difluorobenzyl)-3-[(3- 
5 ethylbenzyl)amino]-2-hydroxypropyl} -N 3 ,N 3 - 

(hpropylbenzene-l,3,5-tricarboxamide (X) 

Following the general procedures of CHART A as well as PREPARATIONS 
1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-63 1 and making non-critical 
1 0 variations and using the appropriate reagents, the title compound is obtained, MS 
(M+H) + = 609.2. 

EXAMPLE 779 Ethyl 3-[({(lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} amino)caibonyl]-5- 
15 [(dipropylamino)carbonyl]benzoate hydrochloride (X) 

Following the general procedures of CHART A as well as PREPARATIONS 
1-13, EXAMPLES 1-13, 321-48^579, 597-622 and 624-631 and making non-critical 
variations and using the appropriate reagents, the title compound is obtained, HRMS 
(FAB) = 604.3392. - : 

20 

EXAMPLE 780 ^-{(lS^^-Hydroxy-K^hydroxybenzyiyS-KS- 

memoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropylbeiizene- 1 ,3,5- 
tricarboxamide (X) 

Following the general procedures of CHART A as well as PREPARATIONS 
25 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and making non-critical 
variations and using the appropriate reagents, the title compound is obtained, MS 
(M+H)" = 591.0. 

EXAMPLE 781 N^(lS,2R>l-Beiizyl-2-hydroxy-3-|;(3- 
30 methoxybenzyOaimnojpropyll-^N^ropyl-S- 

{[(trifluoromethyty^ (X) 
Following the general procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
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making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + - 679.2. 

EXAMPLE 782 5-Amino-N I -{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
5 methoxybenzyl)anuno]propyl} -N 3 ,N 3 -dipropybsophthalamide 

(X) 

Following the general procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
making non-critical variations and using the appropriate reagents, the title compound 
10 is obtained, MS (M+H) + = 547.3. 

EXAMPLE 783 N'-KlS^l-Benzyl^-hydroxy-S-KS- 

me^oxybenzyl)amino]propyl}-N 3 JN' 3 -dipropyl-5- 
[(trifluoroacetyl)amino]isophthalamide (X) 
15 Following the general procedures of CHART A and CHART T as well as 

PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 

making non-critical variations and using the appropriate reagents, the title compound 

is obtained, MS (M+H) + - 643.2 

20 EXAMPLE 784 ^-{(lS^RH-Benzyl^-hydroxy-S-KS- 

methoxybenzyl)ammo]propyl}-5-[(methylsulfonyl)amino]- 
N 3 ,N 3 -<iipTopylisophthalaniide hydrochloride (X) 
Following the general procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
25 making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + = 625.0 



EXAMPLE 785 ^-{(lS^-l-Benzyl^hydroxy-S-fCS- 

methoxyben2yl)ammo]pTopyl}-N 3 ^ 3 -dipropyl-5-[(thien-2- 
30 ylsulfonyl)ammo]isophthalamide hydrochloride (X) 

Following the general procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + - 693.1 
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EXAMPLE 786 NM(lS,2R>l-Ben2yl-2-hydro^^ 

methoxybenzyl)amino]pr^ 

ylcaAonyl)amino]isophttialamid6 (X) 
5 Following the general procedures of CHART A and CHART T as well as 

PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + = 657.2. 



10 EXAMPLE 787 N l -{(lS,2R>l-Ben2yl-2-hydroxy-3-[(3. 

metboxybenzyl)amino]propyl} -5-(methacryloylamino)- 
N 3 ,N 3 -dipropylisophthalamide (X) 
Following the genera] procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
15 making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + = 615.1. 

EXAMPLE 788 N 1 -{(lS y 2R>l-Benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -5-[(2,2- 
20 dime%lpropanoyl)amino]-N^ (X) 

Following the general procedures of CHART A and CHART T as well as 
PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + = 631.3. 

25 

EXAMPLB 789 ^-{(lS^-l-Benzyl^-hydroxy-S-tCS- 

methoxybenzyl)amino]propyl} -5-[(phenylsulfonyl)amino]- 
N 3 ,N 3 -dipropylisophthal amide (X) 
Following the general procedures of CHART A and CHART T as well as 
30 PREPARATIONS 1-13, EXAMPLES 1-13, 321-48-579, 597-622 and 624-631 and 
making non-critical variations and using the appropriate reagents, the title compound 
is obtained, MS (M+H) + = 687.2. 
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EXAMPLE 790 N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -5^methylthio)pentanamide 
Following tiie general procedure of EXAMPLES 588-592 and 597-619 and 
using the appropriate starting materials the title compound is obtained, HRMS m/z 
5 calculated for C24H35N2O3S (M+H) = 431.2363, found -431.2397. 

EXAMPLE 791 tot-butyl (2R,3S>3<{3-[((Upropylamino)sulfonyl]- 
propanoyl} anuno)-2-hydroxy-4-phenylbutyl(3- 
methoxybenzyl)carbamate 
10 Following the general procedure of EXAMPLES 588-592 and 597-619 and 

using the appropriate starting materials the title compound is obtained, HRMS 

calculated for M+H is 620.3369, observed =* 6203379. 

EXAMPLE 792 2-Butylcyclopropylamine hydrochloride (VI) 

15 A solution of triethylphosphonoacetate (22.4 g, 0.1 mol) in 13 mL of 

diglyme is added to a mixture of 13 mL of diglyme and sodium hydride (60%, 
5.7 g, 0.12 mol) in mineral oil When hydrogen evolution ceased, 1,2- 
epoxyhexane (12 g, 0.12 mol) in diglyme (12 mL) is added. The mixture is 
stiired for 1 day at 25 degrees C and 3 hours at 140 degrees C. A mixture of 

20 sodium hydroxide (1 5 g in 25 mL of water) is added in the cold. The mixture is 
refluxed 15 hours, diluted with cold water (100 mL), and washed with ether (3 x 
50 mL). Acidification to pH = 2 with sulfuric acid (25%), extraction with ether 
(5 x 25 mL), drying the ether over anhydrous sodium sulfate, filtration and 
concentration gives 2-butylcyclopropanecarboxylic acid. The acid (5.0 g, 0.035 

25 mmol) in dichloromethane (15 mL) is heated with thionyl chloride (5. 1 g, 3. 1 
mL) for 15 hours at 60 degrees C. The reaction mixture is distilled (76 degrees 
C- 80 degrees C) to give the acid chloride which is dissolved in acetone (1 5 mL), 
cooled to -10 degrees C and treated with sodium azide (2.2 g, 33.8 mmol) in 
water (5 mL). The reaction mixture is stirred at -10 degrees C for another 1 how 

30 and then poured onto ice/water, extracted with ether (3x10 mL), dried, and 
cautiously evaporated to dryness at 20-25 degrees C under reduced pressure. 
The residue is dissolved in toluene (15 mL) and carefully wanned to 100 degrees 
C while vigorously stirring for 1 hour. Concentrated hydrochloric acid (7 mL) is 
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added and the reaction mixture is refluxed for 15 minutes. The acidic layer is 
evaporated to dryness to give the title compound, MH* = 1 14.2. 

EXAMPLE 793 2-Aminomethyl-3-methylfiiran (VI) 

5 3-Methylforoic acid (4.0 g, 32 mmol) is dissolved in DMF (10 mL) at 

20-25 degrees C, and 1,1-c^onyldiimidazole (5.7 g, 35 mmol) is added. After 
15 minutes, ammonia is bubbled into the mixture for approximately 2 minutes. 
This mixture is stirred at 20-25 degrees C for 2 hours then the mixture is 
concentrated under reduced pressure. The residue is partitioned between ethyl 

10 acetate and 10% aqueous citric acid The layers are separated, and the aqueous 
layer extracted with additional ethyl acetate (2 x). The combined organic phases 
are washed with saturated sodium bicarbonate, then saline and dried over 
magnesium sulfate, filtered and concentrated. Crystals formed upon standing, 
which are isolated by filtration and washing with a small amount of ethyl 

15 acetate/hexanes (80/20), MS(ESI): MH+: 126.1. 3-Methylfuroic amide (317 
mg, 2.5 mmol) is dissolved in dry THP (5 mL). Lithium aluminum hydride (230 
mg, 6.0 mmol) is added in one portion, and the mixture heated to reflux - 
overnight The mixture is cooled to 0 degrees C, and quenched by addition of 
THF/watei; (50/50). The mixture is then diluted with THF, and filtered tiirough 

20 diatomaceous earth. The filtrate is concentrated to give the title compound, 
MS(ESI): (M-H)+: 109.1. 

EXAMPLE 794 4-Aminomethyl-3,5-dimethylisoxazx)le (VI) 

4-Chlorometbyl-3,5-dimethylisoxazole (700 mg, 4.8 mmol) is suspended 

25 in concentrated aqueous ammonia at 20-25 degrees C, and vigorously stirred 
overnight The reaction mixture is extracted with isopropyl alcohol/chloroform 
(10/90, 2 x). The combined organic phases are concentrated under nitrogen flow. 
The residue is purified by flash chromatography methanol/methylene chloride 
(5-20%, 1% triethylamine) to give the title compound, MR (CDC1 3 , 300 MHz) 

30 <felta3.62, 2.37, 2.29, and 1.44. 



EXAMPLE 795 5-Hydtoxymethyl-2-(2-methylpropyl) thiazole (VT) 

Isovalerothioamide is synthesized according to the procedure in J, Med 
Chenu 41, 602-617 (1998). Isovaleramide (10 g, 9.9 mmol) is suspended in dry 
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ether (400 mL), thenphosphoious(V) sulfide (4.4 g, 0.99 mmol) is added in 
portions. This is vigorously stirred at 20-25 degrees C for 2 hours, then filtered. 
The filtrate is concentrated under reduced pessure and the residue used without 
further purification: MS (ESI): MH+: 118.1. 
5 Isovalerothioamide (6.0 g, 51 mmol) and ethyl formylchloroacetate 

(Heterocycles 32 (4), 693-701, (1991), 5.0 g, 33 mmol) are dissolved in dry 
DMF (20 mL), and heated to 95 degrees C for 4 hours. The reaction is 
subsequently cooled to 0 degrees C, and cold water (50 mL) is added. The 
mixture is basified to pH = 8 with solid sodium bicarbonate, then extracted with 

10 ether (3 x 35 mL). The combined organic extracts are washed with water, then 
saline and dried over magnesium sulfate, filtered, and concentrated. The residue 
is purified by flash chromatography (ethyl acetate/hexanes 4-10% elution) to 
give the desired product NMR (CDC1 33 300 MHz) 5 8.27, 4.45-4.30, 3.70-3.50, 
3.00-2.80, 2.30-2.10, 1.40-1.20, and 1.10-0.90. 

1 5 A solution of ethyl 2-(2-methylpropyl)thiazole-5-carboxylate (2.05 g, 9.6 

mmol) in THF (10 mL) is added dropwise with stirring to a suspension of 
lithium aluminum hydride (730 mg, 19 mmol) in dry THF (50 mL) at 0 degrees 
C. Upon complete addition, the reaction mixture is allowed to stir at 20-25 
degrees C. The reaction mixture is cooled to 0 degrees C, and water (0.75 mL), 

20 aqueous sodium hydroxide (15%, 0.75 mL), and water (2.25 mL) is added in 
succession. This mixture is stirred at 0 degrees C for 1 hour, then filtered 
through diatomaceous earth, (THF and chloroform). The filtrate is concentrated 
to give 5-hydroxymethyl-2<2-methylpiopyl)thiazole, MS(ESI): MH+: 172.1. 



25 EXAMPLE 796 3-(2-Methylpropyl)-5-aminomethylisoxazole (VT) 

Isovaleraldehyde (5.4 mL, 50 mmol) and hydroxylamine hydrochloride (3.5 
g, 50.4 mmol) are vigorously stirred in water (6 mL). To this is added a solution of 
sodium carbonate (2.65 g, 25 mmol) in water (15 mL). This is vigorously stirred 
overnight The mixture is extracted with ether. The organic layer is washed with 
30 water, then dried over sodium sulfate, filtered and concentrated. This is used in 
subsequent reactions without further purification: MS (ESI): MH+: 102,1. 

Propargylamine (8.0 mL, 1 17 mmol) is dissolved in methylene chloride (60 
mL), and di-terf-butyl dicaibonate (25 g, 114 mmol) is added. This is stirred 
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overnight, and concentrated to provide the BOC-protected propargylamine, which is 
used without further purification: MS(ESI): MNa+: 178.0. 

BOC-propargylamine (6.2 g, 39.7 mmol) and isovaleroxime (3.97 g, 39.3 
mmol) is dissolved in methylene chloride (60 mL), and triethylamine (0.55 mL, 3.95 
5 mmol) is added. This is cooled to 0 degrees C, and bleach (5% aqueous solution, 
59.1 g) is added dropwise with vigorous stirring. After addition is complete, the 
mixture is allowed to warm to 20-25 degrees C over 22 hours. The layers are 
separated, and the aqueous layer is extracted with methylene chloride (2 x). The 
combined organic extracts are washed with saline, dried over magnesium sulfate, 
10 filtered and concentrated. The residue is purified by chromatography (silica gel, 
ethyl acetate/hexanes 5-10%) to give the BOC-protected title compound, MS(ESI): 
MH+: 255.3. 

BOC-protected 3-(2-methylpropyl)-5-aniinomethylisoxa2ole (2.4 g, 9.3 
mmol) is dissolved in methylene chloride (10 mL) and treated with trifluoroacetic 
15 acid (10 mL) at 20-25 degrees C. This is stirred at 20-25 degrees C for 70 minutes, 
then concentrated. The product is dissolved in methylene chloride, and washed with 
aqueous potassium carbonate (1 M) until basic (pH = 11). The organic layer is 
isolated, dried over sodium sulfete, filtered and concentrated to give the title 
compound: MS(BSI):MI+: r l5St2. \ ; 

20 

EXAMPLE 797 tert-butyl (3R)-2-oxo-l -propylazepanylcarbamate (VI) 
To N-t-Boc-D-Lys-OH (10 g, 41.4mmole) in DMF (4 liters) is added 
benzotriazol-lyloxytripyrroUdino^hosphonium hexafluorophosphate (BOP, 18.3 g, 
41.4mmole) and sodium bicarbonate (17.4 g, 206.8mmole); the reaction is stirred at 

25 20-25 degrees C for 12 hours. The reaction is then concentrated to 50 ml volume 
and diluted with ethyl acetate and washed with sodium bicarbonate 3x, water, 1M 
potassium bisulfate and brine, dried and concentrated. Purification by 
chromatography on silica gel afforded 5.05 g of the tert-butyl (3R)-2- 
oxo azep any lcarbamate as a solid; the procedure employed is similar to that 

30 described mJMedChem. 1999, 4193. M+H-{t-Boc) (m/e-129.2), M+Na 
(m/e=251.1). 

To the above lactam (2 g, 8.77mmole) in dry THF (20 ml) is added n- 
butyllithium /hexane (2.5 M, 5.3 ml, 13.2 mmole ) at -78 degrees C, the reaction is 
stirred for 1 hour and 1-bromopropane (3.2 ml, 35.1 mmole) is added. The reaction 
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is stirred for 1 hour and the cold bath removed and stirring continued for another 16 
hours. Tetrabutylammonium iodide (0.49 g, 2.63mmole) is added and the reaction 
stirred for another 16 hours. The reaction is partitioned between ethyl 
acetate/hydrochloric acid + ice + water, the mixture is washed with water and saline 
5 and concentrated Purification by chromatography on silica gel afforded the title 
compound, MS (M+Na+) 2933. 

EXAMPLE 798 NM(lS,2R)-l-(3,5-difluorobe^ 

ethynyfcenzyl)aniino]-2-hydix>xypropyl}-5-methyl-N 3 ^ 3 - 

10 dipropylisophthalamide (X) 

Following the procedure described in J. Am. Cherru Soc. 1986, 3150, the 
trifluoroacetic acid salt of N 1 -{(lS,2R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-5-meth^ (92.9 mg, 0.1 17 

mmol) is dissolved in triethylamine (0.2 M, 0.6 mL) before the addition of 

15 PdCl 2 (PPh 3 ) 2 (3.3 mg, 0.005 mmol), and copper (I) iodide (1 . 1 mg, 0.006 mmol). 
The reaction is heated to reflux. While the reaction is refluxing, 
trimethylsilylacetylene (0.02 ml, 0.14 mmol) is added via syringe. The reaction is 
refluxed for 3 hour under N 2 (g)» and the reaction cooled to 20-25 degrees C before 
partitioning between aqueous sodium bicarbon^and ethyl acetate. The product is 

20 extracted with ethyl acetate (3 x), washed with saline, dried over sodium sulfate^ 
and filtered before the removal of solvent under reduced pressure. 

The TMS protected acetylene (0.1 17 mmol) is dissolved in methanol (0.2 M, 
0.5 mL) before the addition of potassium hydroxide (1M, 0.7 mL, 0.7 mmol). The 
reaction is stirred at 20-25 degrees C for 6 hours, at which point the mixture is 

25 partitioned between sodium bicarbonate and ethyl acetate. The product is extracted 
with ethyl acetate (3 x), washed with saline, dried over sodium sulfate, and filtered 
before the removal of solvent under reduced pressure. Column chromatography 
(silica gel; 1.5-2 % isopropanol/chloroform under basic conditions; a few drops of 
ammonium hydroxide per 100 mL of elution solvent) gives the title compound, MS 

30 m/z(M+H) + = 576.3. 

EXAMPLE 799 l-phenylcyclopropylamine (VI) 
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Following the procedure described in N. W. Werner eLaL, J. Org Syn. Coll. 
Vol. 5, 273-276, sodium azide (0.915g, 14.1 mmol) is slowly added to a solution of 
1 -phenyl-cy clopropanecarboxlic acid (1.0 g, 6.1 mmol) in concentrated sulfuric acid 
(5 ml) and dichloromethane (10 ml). The sodium sulfate precipitated out of solution. 
5 The reaction mixture is heated to 50 degrees C for 17 hours and then cooled to 0 
degrees C. The mixture is basified to pH = 1 1 with sodium hydroxide (IN) and 
extracted with dichloromethane (2 x). The organic layers are combined, dried over 
sodium sulfate, filtered and concentrated. The residue is purified by 
chromatography (silica gel; isopropyl alcohol/chloroform/ammonium hydroxide 
10 4/95/1) to give the title compound, MS (E3I+) for C9H11N m/z (M+H) + - 134. 

EXAMPLE 800 7-methoxy-l,2,3,4-tetrahydro-l-naphthalenamine (VI) 

7-Methoxy-l-tetralone (2.0 g, 11.3 mmol), hydroxylamine hydrochloride 
(1.56 g, 22.6 mmol) and sodium acetate (1.8g, 22.6 mmol) are suspended in 

1 5 ethanol/water (3/1 , 40 mL). The mixture is heated for 45 min. at 1 00 degrees C. 
The mixture is allowed to cool overnight and the precipitate obtained is filtered and 
washed with water to yield an intermediate oxime, MS (ES) (M+H): 192.1 . The 
oxime is dissolved in glacial acetic acid (25 ml) and palladium/carbon' (500 mg) is 
added and the mixture hydrogenated under 50 psi at 20-25 degrees.G overnight The 

20 catalyst is filtered over diatomaceous earth and washed with methanol. The 

combined filtrates are concentrated. The concentrate is triturated with ether to give 
the title compound, MS (CI) (MH+): 178.2. 

EXAMPLE 801 3-Amino-N-{(lS,2R>l-benzyl-2^hydroxy-3-[(3- 
25 . methoxybenzyl)amino]propyl}-2-methylbutanamide 

dihydrochloride 

Following the general procedure of EXAMPLE 6 and making non-critical 
variations but starting with (2R,3S)-3-amino-l-[(3-methoxybenzyl)ammo]-4-phenyl- 
2-butanol (VIII) and reacting it with 3-[(tert-butoxycaibonyl)ainino]-2- 
30 methylbutanoic acid (IX), and then treatment with HC1, the title compound is 
obtained, HRMS calculated = 400,2600, observed = 400.2596. 
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EXAMPLE 802 N-{(lS^R)-l-Benzyl-2-hydroxy-3-[(3- 

methoxyben2yl)amino]propyl} -2-ethylhexananiide 
hydrochloride 

Following the general procedure of EXAMPLE 6 and making non-critical 
5 variations but starting with (2R,3S)-3-ainino-l-[(3'methoxybenzyl)amino]-4-phenyl- 
2-butanol (VIII) and reacting it with 2-ethylhexanoic acid (EX), the title compound is 
obtained, HRMS calculated = 427.2961, observed = 427.296L 



EXAMPLE 803 N-{(lS,2R)-l-benzyi-2-hydroxy-3-[(3- 
10 iodobenzyl)amino]propyl}-3- 

[(isobutylsulfonyl)amino]propaiiamide trifluoroacetate 
Following the general procedure of CHART I and making non-critical 
variations but starting with (2R,3S)-3-amino-l-[(3-iodobenzyl)amino]-4-phenyl-2- 
butanol (VHQ and reacting it with N-(isobutylsulfonyl)-beta-alanine (IX), the title 
15 compound is obtained, HRMS calculated = 588.1393, observed = 588.1379. 

EXAMPLE 804 N^-{(lS^R>l-(3,5-difluoiobenzyl)-2-hydroxy-3-[(3- 
- - iodobenzyI)amino]propyl}--N 3 -(isobutylsulfonyl)-beta- 

v alaninamide trifluoroacetate 

20 Following the general procedure of CHART I and making non-critical 

variations but starting with (2R,3S)-3-amino-4^3,5-difluorophenyl)-l-[(3- 

iodobenzyl)amino]-2-butanol (VHI) and reacting it with N-(isobutylsulfonyl)-beta- 

alanine (IX), the title compound is obtained, M + H = 624. 

25 EXAMPLE 805 5-bromo-N 1 -{(lS^)-H3,5^uon>benzyl>2-hydroxy-3- 

[(3-iodoben2yl)amino]propyl} -N 3 ^[ 3 -dipropylisophthalamide 
hydrochloride 

Following the general procedure of EXAMPLE 6 and making non-critical 
variations but starting with (2R,3S)-3-amino-4<3,5-difluorophenyl>l-[(3- 
30 iodobenzyl)amino]-2-butanol (VHI) and reacting it with 3-bromo-5- 

[(dipiopylamino)caibonyl]benzoic acid (IX) , the title compound is obtained, M + H 
= 745, 
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EXAMPLE 806 N l -{(lS^H3,5-difluorobenzyl)-2-hydroxy-3-[(l- 
phenylcyclopropyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 
Following the general procedure of EXAMPLE 6 and making non-critical 
5 variations but starting with (2R^S)-3-amino-4-(3,5--di£luorophenyl)'l -[(1 - 
phenylcyclopropyl)amino]-2-butanol (VEtt) and reacting it with 3- 
[(dipiopylamino)caii>onyl]-5-methyIben2oic acid (IX) , the substituted amine (X) is 
obtained MH+ = 578. 



10 EXAMPLE 806.1 5-brom(>-N l -[(lS,2R)-3-[(3-bn>mobenzyl)amino]-H3 > 5- 

difluorobenzyl)-2-hydroxypropyl]-N 3 ,N 3 - 
dipropylisophthalamide 
Following the general procedure of EXAMPLE 6 and making non-critical 
variations but starting with (2R,3S)-3-amino-l-[(3-bromobenzyl)amino]-4-(3,5-- 
15 difluorophenyl)-2-butanol hydrochloride (VHI) and reacting it with 3-bromo-5- 
[(dipropylamino)carbonyl]benzoic acid (DC), the title compound is obtained, NMR 
(500 MHz, CD 3 OD): 8 7.85, 7.72, 7.69, 7.67, 7.52, 7.51, 6.88, 6.86, 6.74, 4.39-4.13, 
3.95-3.88, 3.53-2.96, 2.82, 1.70, 1.50, 0.99 and 0.71. 

20 EXAMPLES 807-1,064 

Following the general procedure of CHART A and EXAMPLES 4-6, 321- 
327, 329-464, 466-527, 529-579, 597-619 and 633-708 and making non-critical 
variations, and using the appropriate amines (VIII) and amide forming agents (IX), 
the titled compounds are obtained. 



EXAMPLE 


Substituted Amine (X) 


807 


N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxyben2yl)amino]propyl} -3-methyl-5-(2- 
propylpentanoyl)benzamide 


808 


N-{(lS^R)4^3,5^muorobeiizyl)-3-[(3-ethylben2yl)anuno]- 
2-hydioxypropyl}-3-(2-ethylpentanoyl)-5-methylbenzamide 


809 


N-{(lS,2R)-l-benzyl-3-[(3-e1hylbenzyl)amino]-2- 
hydToxypropyl}-3Hmethyl-5-(2-propylpeintanoyl)benzainide 


810 


N-{(lS^>l-ben2yl-3-[(3-e^ynyIbenzyl)amino]-2- 
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EXAMPLE 


Substituted Amine (X) 




hydroxypropyl} -3-methyl-5^2-propylpentanoyl)berizaruide 


811 


N-{(lS,2R)^3,5^uorobeii^l)-3-^ 
2-hydroxypropyl}-3-(2^thyfo^ 


812 


N 1 - {(13,mH-benzyl-3-[(3^thyfo 
hydroxypropyI}-5^2-propylpentanoyl)isophthaIaim , 


813 


N-{(lS;2R>l-be^l-3^ 
hydroxypropyl}-3^2^thylpent^^ 


814 


N^IClS^Ryi-CS^-difluorobenzyl)^^- 

ethylbenzyl)amino]-2-hydroxypropyl}-5-(2- 

propylpentanoyl)isophthalamide 


815 


Nl^ClS^HS^-difluorobenzyl^-hydroxy^-KS- 
methoxybenzyl)amino]propyl} -5-(2~ 
propylpentanoyl)isophthalamide 


816 


N-[(lS,2R)-3-[(3-(^ylbenzyl)^ 
hydroxybenzyl)propyl]-3 -methyl~5-(2- 
pTopylpentanoyl)benzamide 


817 


N-{(lS,2RH^3>dmuorob^ 

methoxyfenzy])ainino]propyl} -3-methyl-5-(2~ j 
propylpentanoyl)benzamide 


818 


N-{(lS,2R>H3,5-difluott>benzyl)-3-[(3-ethylb^^ 
2-hydroxypropyl}-3-methyl-5^2-propylpentanoyl)benza^ 


819 


Nk(lS^R)-1^3,5^fluorobenzyl)-2-hydroxy-3- {[3-(3- 
pyridinyl)benzyl]amino}propyl)-5-methyl- N-*,N3_ 
dipropylisophthalamide 


820 


N^lS£RH-(3,5-difluoroben^^^ 
pyridinyl)ben2yl]an^ N 3 ,N 3 - 
dipropylisophthalamide 


821 


N^ttlS^-l-CS^^lifluorobenzyQ^-hydroxy-S-KS- 

methoxybenzyl)amino]propyl} - N 3 ,N 3 -dipiopyl-5-(l- 
propynyl)isophthalamide 
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EXAMPLE 


Substituted Amine (X) 


822 


^-{(lS^-l-CS.S-difluorobenzyiVS-KS- 
ethylben^l)ammo]-2-hydroxypropyl}-N3^3_ < iip r0 pyi.5^i. 

propyny])isophthalamide 


823 


NM(lS^)-l-(3,5-dffluorobenzyI)-3-[(3- • 
ethy]benzy])amino]-2-hydroxyprDpyl} - N 3 ,N 3 -dipropyl-5-(2- 
propynyl)isophmalamide 


824 


N 1 -{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

methoxyben^l)amino]propyl} - N 3 ,N 3 -dipropyl-5-{2- 
propynyl)isophmalamide 


825 


Nl-{(lS,2R)-l-<cycloliexylmethyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -5-methyl- N 3 ,N 3 - 
dipropylisophthalamide 


826 


Nk(lS,2R>3-(benzylammo>2-hydroxy-l-(3- 
tiiienylmethyl)propyl]-5-methyl- N 3 ,!^- ! 
dipropylisophthalamide 


827 


N^(lS;2R)-2-hydroxy-3^@^ 

tibienylmethyl)pTopyl]-5rmethyl- N 3 ,N 3 - 
dipropylisophthalamide 


828 


N 1 -{(lS)4^(lR)-2^enzylamino)-l-hydroxyethyl]-3- 
butynyl} - N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricarboxamide 


829 


Ni-KlS^^-hydroxy-S-KS-memoxybenzyOaminoJ-l-CS- 
thienylmethyl)propy l]-5 -methyl- N 3 ,N 3 - 
dipropylisophthalamide 


830 


N 1 -[(lS^)-3-(ben2ylamino)-2-hydTOxy-l-{2- 

thienylmethyl)propyl]-5 -methyl- N 3 ,N 3 - 
dipropylisophthalamide 


831 


Ni^ClS^RJ-HS-furylmethy^-hydroxy-S-KS- 

methoxybenzyl)amino]prqpyl}-5-metiiyl-N 3 ^ 3 - 
dipropylisophthalamide 
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EXAMPLE 


Substituted Amine (X) 


832 


N 1 - {(1 S^)-3^en2ylamino)- l-[4-(benzyloxy)benzyl]-2- 

hydroxypropyl}- N3^N3-dipropyl-l,3,5- 
benzenetricarboxamide 


833 


N 1 -{(lS^R)-l-(2-furylmethyl)-2-hydroxy-3-[(3- 
methoxybenzyI)amino]propyl}-5-methyl- N^^. 
dipropybsophthalamide 


834 


N^lS,2R>3-(benzylami^ 

hydroxypropyl]-5-methyl- J^3-dipropylisophthalainide 


835 


Ni-lClS^^-hydroxy-l-CA-hydroxybenzyl^-KS" 

methoxybenzyl)amino]propyl}-5--methyl- N 3 ,N 3 - 
dipropylisophthalamide 


836 


N^KlS^-S-Cbenzylamino^-hydroxy-l-Cl- 
naphthylmethyl)propyl]- N 3 ^ISf 3 -dipropyl-l,3,5- 
benzerietxicarboxamide 


837 


2,3,5-trideoxy-3<{3-[(dipropylamino)carbonyl]-5- 
methylbenzoyl} ainino)-5-[(3-methoxybenzyI)amino]- 1 -S- 

• - • *~ • . _ * : . \—\. . 

phenyH-thio-D-erythouro-pentitol •. \ - 


838 


N^lS£R)-3^enzyiai^^ 

hydroxypropyl]-5-methyl- N 3 ,N 3 -dipropylisophthalanude 


839 


N l -((lS)-l-{(lR)-l-hydroxy-2-[(3- 
methoxybenzyl)amino]ethyl} -3-methylbutyl)-5-methyl- 

N 3 ^ 3 -dipropylisophfhalaimde 


840 


N^lS,2R>3-(be^lainm^^ 
hydroxypropyl]- N 3 ,N 3 -dipropyl-l,3,5- 
benzenetricarboxamide 


841 


N 1 -{(lS > 2R)-l-(4-fluon)benzyl>2-hydroxy^3-[(3^ 

methoxybenzyl)amino]propyl} -5-methyl- N- 5 ^- 
dipropylisophthalaniide 


842 


N 1 -[(lS^)-3^e3izylamino>l<2-fi^ 
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EXAMPLE 


Substituted Amine (X) 




hydroxypropyl]-5-melhy]- 


843 


N I -[(lS,2R)-2-hydioxy-3<(3-methoxyben2yl)amino]-l-(l- 
naphthylmethyl)propyl]-5-methyl- N 3 ,n3_ 
dipropylisophthalamide 


844 


N 1 -{(lS)4-[(lR)-2-(benzylamino)-l-hydroxyethyl]-3- 
methylbutyl} - N 3 ^I 3 -dipropyl-l ,3,5-benzenetricarboxamide 


845 


N^KlS^Kj-l-^Kbenzyloxy^ei^ll^-hydroxy-S-KS- 

methoxybenzyl)aniino]propyl}-5-metb.yl-N 3 ,N 3 - 
dipropylisophthalamide 


846 


Ni-KlS^RH-Cbenzylamino^-hydroxy-H^- 

hydroxybenzyl)propyl]-5-metbyl- N 3 ,N 3 - 
dipropylisophthalamide 


847 


Ni-CClSVl-KlRVl-hydroxy^-KS- 
metboxybeo2yl)amino]etb.yl}-3-butynyl)-5-methyl- N 3 ,N 3 - 
dipropylisophthalamide 


848 


Nl-((lS>l-{(lR)-l-hydroxy-2-[(3- :•. > 
methoxybenzyl)amko]ethyl}-3-butynyl)-N 3 ^ 3 -dipropyl- 
1 , J, j-DeQMxnetncaxooxaniiae 


849 


S^enzylamino^S^-trideoxy-S^ {3- 
[(dipropylaDoino)c^onyl]-5-methyIbejizoyl} amiiio)-l-S- 
phenyl- 1 -thio-D-erythouro-pentitoI 


850 


NM(lS,2RH-[4-(be^ 

methoxybeozyl)amino]propyl}- N 3 N 3 -dipropyl-l,3,5- 
benzenetricarboxamide 


851 


N^KlS^-S^enzylammoH-hydroxy-l^ 

hydK>xybenzyl)propyl]-N 3 ^ 3 -4ipropyl-l,3,5- 
benzenetricarboxamide 


852 


N^lS,2R>24iydroxy-3-[(3-m^ 
naphthylme%l)pn>pyl]- N 3 ,N 3 -<tipropyl- 1,3,5- 
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EXAMPLE 


Substituted Amine (X) 




benzenetricarboxamide 


853 


N 1 -{(lS)-l-[(lR)-2-(benzyIamino>l-hydroxyethyl]-3- 
memylbutyl>-5-methyl- N3^ propylisoplltbalamide 


854 


N^KlS^RVl-C^fluoiobenzyl^-hydroxy-S-KS- 

metooxyben2yl)amino]propyl}- N^N^-dipropyl-l ,3,5- 
benzenetricarboxamide 


855 


*Nl-[(lS,2R)-3-(bemylammo)-l-(3-furyhne11iyI)-2- 

hydroxypropyl]-N3,N3-dipropyl-l,3,5- 
benzenetricarboxamide 


856 


Nl-((lS)-l-{(lR)-l-hydroxy-2-[(3-methoxybenzyl) 
ammo]emyl}-3-methyIbutyI)- N3,N3_ ( |ip r0 py]_i 
benzenetricarboxamide 


857 


N 1 -[(lS^R)-3-(>enzylammo)-l-(4-fluorobenzyl)-2- 
hydroxypiopylJ-5-memyl-N3,N3-dipropylisopbmalainide 


858 


N 1 -[(lS,2R>3-(benzylaimno)-l-{2-furyhnefliyl)-2- 

hydroxypiopyl]- N3^N3_dipr 0 pyl-l,3 ) 5- 
benzenetricarboxamide 


859 


Ni-KlS^^-hydroxy-H^hydroxybenzyO^-tCS- 

memoxybenzyl)ainino]propyl}-N 3 ^N 3 -dipropyl-t > 3,5- 

benzenetricarboxamide 


860 


N 1 -[(lS^R>3-(benzylaimno)-2-hydroxy-l-(l- 
naphthybiiethyl)piopyl]-5-methyl- N 3 ^. 
dipropylisophthalamide 


861 


N 1 -{(lS^R)-Hcyclohexylmethyl)-2-hydroxy-3-[(3- 

methoxyoenzyl)amino]propyl} - N3,N3-dipropyl-l ,3,5- 
benzenetricarboxamide 


862 


N 1 -[(lS^)-3<benzylamino)-2-hydroxy-l-(2- 
tiuenylmemyl)propyl]-N3^3_ ( jip r0 pyi.i j 3 ) 5. 

benzenetricarboxamide 
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EXAMPLE 


Substituted Amine (X) 


863 


Nl-{(lS,2R)-l-(3-fuiybnethyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}- N^^Nf^-dipropyl-1,3,5- 
beozenetricarboxamide 


864 


Ni-^lS^-S^enzylamino^l-f^enzyloxyJbei^l]^- 
hydroxypropyl} -5-methyl- NS^^pjopyiisophthalamide 


865 


Ni-UlS^RJ^^&rylme^^-hydroxy-S-ICS- 

methoxybeii2yl)amiiio]propyl} - N 3 ,N 3 -dipropyl-l,3,5- 
benzenetricarboxamide 


866 


Nl-[(lS,2R)-3-(benzyIammo)-2-hydroxy-l-(3. 

tMenylmethyl)propyl]-N 3 ^-dipropyl-l,3,5- 

benzenetricaiboxamide 


867 


N^lS;2R>24iydK>xy-3-^ 

thienylmethyl)propyll- N 3 ,N 3 -dipn)pyl-l ,3,5- 
benzenetricariroxaixride . 


868 


Nl-{(lS>14(lR)-2^^izylamino)-l-hy(iT0xye^ 
butynyl}-5-methyl-N^ 


869 


N^(lS,2R>2-hydn>xy-3-[(^^^ 

thienylmethyl)pn>pyl]- N 3 ^f 3 -^ipropyH,3,5- 
benzenetricarboxamide 


870 


NM(lS,2R)-Hcyclohexylm^ 
me^oxybenzyl)amino]pTopyl} - N 3 ,N 3 -dipropyH,3,5- 
benzenetricarboxamide 


871 


NM(lS;2R)-24iydiT>xy-3^^^^^ 

fhienylmethyl)propyl]- N 3 J^ 3 -dipropyl-l,3,5- 
beiizenetricaiboxaiiiide 


872 


N^lS,2R)-2-hy<Ii^ 
fliienylmethyl)pTopyl]- N 3 ,N 3 -dipiopyH,3,5- 
benzenetricaiboxamide 


873 


NM(lS,2RH^2-fiiiy^ 
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EXAMPLE 


Substituted Amine (X) 




methoxybenzyl)aroinojpropyl}- N 3 ,N 3 -dipropyM,3,5- 
benzenetricarboxamide 


874 


Nl-{(lS^R)-H3-forylmethyl)-2-hydroxy-3-[(3- 

methoxybenz3d)ainino]propyl}- N^S-dipropyM^S- 
benzenetricarboxamide 


875 


^-{(lS^-Z-hydroxy-H^hydroxybenzy^-S-KS- 

methoxybenzyl)amino]propyl}- N 3 ,N 3 -dipropyH,3,5- 
benzenetricatboxamide 


876 


Nl-((lS)-l-{(lR)-l-bydroxy-2-[(3- 
methoxybenzyl)ainino]ethyl}-3-methylbutyl)- N 3 ,N 3 - 
dipropyl-l,3,5-benzenetricaiboxamide 


877 


N!-{(1 S,2R)-H4-fluorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyI}- N 3 ,N 3 -dipropyl-l ,3,5- 
benzeaetricarboxamide 


878 


NM(lS,2R>2-hydiibxy-3^ 

naphfhylmethyl)propyl]- N 3 ,N 3 -dipn>pyl- 1 ,3,5- 
benzenetricarbti^^ r 


879 


N^13,2R)-l-[4<benzyloxy^^ 

methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l ,3,5- 
benzenetricarboxamide 


880 


NM(lS,2R)-2-hydroxy-l-[3^^ 

methoxyben2yl)anmo]p^ 
dipropylisophthalamide 


881 


NM(lS,2R)-3-[(3-eihylbenzyl)am^^ 

(tydroxymetiiyl)beiizyl]propyl} -5~methyl-N 3 ,N 3 - 
dipropylisophthalamide 


882 


NM(lS,2R)-24iydroxy4-[3-ft^^ 

iodobenzyl)ainino]pTopyl}-5-methyl-N 3 ^l 3 - 
dipropylisophthalamide 
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EXAMPLE 


Substituted Amine (X) 


883 


NM(lS^>2-hydrox^ 
iodoben2yl)amino]propyl}-5-methyl-N3^3« 

dipropylisophthalamide 


884 


N^KlS^R^-tCS^thylbenzyOaminol^-hydroxy-l-t^ 

(hydroxymethyl)ben2yl]propyl} -5-methyl-N 3 ,N3- 
dipropylisophthalamide 


885 


NM(lS^R)-2-hydroxy-l-[4-(ty^ 
methoxybenzyl)amino]propyl} - 5-methy 1-N 3 ,N 3 - 
dipropylisophthalamide 


886 


N 1 - {(lS;2R)-l-(3-fluoro^ 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


887 


Nl^(lS,2R>3-[(3^thylbenzyl)ainino]-l-(3-fluon)-5- 

hyckoxybeazyl^-hydroxypropyy-S-me&yl-N^jN^- 
dipropylisophthalamide 


888 


NM(lS 5 2RHK 3 :fluoro-5-hydro^^ 

iodoben2yl)amino]propyl}-5-methyl-N3 > N 3 - 

dipropylisophthalamide 


889 


N 1 - {(1S,2R)- l-[3-(benzyloxy)-5-fluorobenzyl]-2-hydroxy-3- 

[(3-iodobenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


890 


N 1 -{(lS^R)-l»[3^enzyloxy>5-fluoroben2yl]-2-hydroxy--3- 

[(3-methoxybenzyl)amino]propyl}-5-methyl-N 3 ^T 3 - 
dipropylisophthalamide 


891 


N-{(lS^)-l-[4-(benzyloxy)b^l)-2-hydroxy-3 

methoxybeazyl)amino]propyl}-3- 

[(dipropylamino)sulfonyl]pn)pananu 


892 


NM(lS^)-l-[4^enzyloxy^^ 
methoxybenzyi)amino]propyl} -N^J^S. 
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EXAMPLE 


Substituted Amine (X) 




dipropylpentanediamide 


893 


3-[(dipropylamino)sulfonyl]-N-[(lS,2R>2-hydroxy 

methoxyben2yl)amino]-l-(l- 

naphthylmethyl)propyl]propanamide 


894 


N 1 -[(lS^)-2-hydroxy-3-[(3-methoxybenzyl)amino]^ 
naphthylmethyl)propyl]- N^S^propylpentanediamide 


895 


3-[(dipropylamino)s^ 

2-hydroxy-3"[(3-methoxybea2yl)amino]propyl}pmpanamide 


896 


Ni-fClS^^H^fluorabenzy^-hydroxy-S-KS- 

methoxyben2yl)amino]propyl}- N^,N^- 
dipropylpentanediamide 


897 


3-[(dipropylamino)sulfbnyl]-N- {(lS,2R)-2-hydroxy- 1-(4- 

hydit)xybenzyl)-3-[(3- 

methoxybenzyl)amino]propyl}propanainide 


898 


N^KlS^RJ^hydroxy-H^hydroxybenzyl)^-^- 
methoxybenzyl)amino]propyl}- N^JST 5 - 
dipropylpentanediamide , ..^ ^ 


899 


3^((Hpropylamino)su^ 

hydioxy-3-[(3-methoxybenzyl)amino]propyl}pK)panainide 


900 


Ni^ClS^Ryi^-furylmethyl^-hydroxy-S^CS^ 

meliioxybenzyl)ainino]propyl}- N^N 5 - 
dipropylpentanediamide 


901 


3-[(dipropylamino)suti^^^ 
hydroxy-3-[(3-methoxyben2yl)am 


/"\/V*l 

902 


Ni-IClS^KS-fuiylmethy^-hydioxy^-KS- 
methoxybenzyl)amino]propyl}- N^,n5_ 
dipropylpentanediamide 


903 


3-[(dipropylamino)s^^ 
methoxybenzyl)amino]-l -(2- 
tbienylmethyl)piopyl]propanamide 
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EXAMPLE 


"~ Substituted Amine (X) 


904 


Ni-IClS^^hydroxy-S-KS-methoxybeiizyOamino]-!^- 
uueny iineuiyi /propyl j- in ^in -Qipiupyjp en uuicui diniue 


905 


3-[(dipropylamino)sulfonyl]-N-[(l S,2R)-2-hydroxy-3-[(3~ 

methoxybenzyl)amino]-l-(3- 

thiOTy]methyI)propyl]propanamide 


906 


NM(lS,2R)-24iydroxy-34(3-me^^ 
thienylmethyl)propyl] - N^,N^ -dipropylpentanedi amide 


907 


N-{(lS^R)4^3,5^uorobenzyl)-2-hydroxy-3-[(3- 
methoxyben2yl)ainino]propyl}-3-{[(2R)-l- 
euiylpyiToliciinyijcarDonyi) -:>-metnyi Denzamiae 


908 


N^(lS^l<3,5Kimuorobenzyl>2^hydroxy-3-^ 
methoxyben2yl)amino]propyl}~3- {[(2S)-1- 
exny lpyrro licuny 1 j caruony 1 / - j-mouiy lDgrizaTni etc 


909 


N-{(lS,2R)-l-(3,5-(iifluorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino)propyl}-3-[(l-ethyl-lH-imidazol-2- 

yl)carbonyl]-5-methylbenzainide 


910 


N-{(lS,2R>l-(3^Hii£luoroben2yl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -3-[(l-ethyl-4-methyHH- 
imida2»l-5-yl)caibonyl]-5-methylbenzamide 


911 


N^lS,2SH-(3,5-difluo^ 

methoxyben2yl)airuno^ NP^N 3 - 
dipropylisophthalamide 


912 


NkClS^SH-aS^uorobenzy^ 
ethylbenzyl)ammo]cyclopropyty 

N 3 JN 3 -dipropylisophtlialamide 


913 


(lR,2R,3R>Nl-{(lS^R)-H3,5^uoroben2yl)-2^^ 
3-[(3-methoxybenzyl)amino]propyl } -N 2 ,N 2 -dipropyl- 1 ,2,3- 
cyclopropanetricarboxamide 


914 


(lR^R,3R>N 1 -{(lS,2R)-l<3,5^uorobenzyl)-2-hydroxy- 
3-[(3-methoxybenzyl)amino]propyl}-3-phenyl- N 2 ,N 2 - 
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EXAMPLE 


Substituted Amine (X) 




<hpropyl-l,2-cyclopropanedicatboxamide 


915 


(lR^3R)-NL{(lS^)-l-(3,5-difluorobenzyl)-2-hydroxy- 

3-[(3-methoxybenzyl)amino]propyl}-3-metb.yl-N 2 ^- 
dipropyl-1 ,2-cyclopropanedicaiboxamide 


916 


(lR^R,3S>N 1 -{(lS,2R)-H3,5KMuorobeiizyl)-2-hydroxy- 
3-[(3-methoxyben2yl)amino]propyl}-3-metbyl- N 2 ,n2. 
dipropyl-l^-cyclopropanedicarboxamide 


917 


(lR,2R,3S)-Nl-{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy- 

3-[(3-metboxybenzyl)amino]propyl} -3-phenyl- N 2 ,N 2 - 
dipropyl-l^-cyclopropanedicaiboxaiiiide 


918 


(lR,2R,3S)-Nl-{(lS^>l-(3,5-difluorobenzyl)-2-hydroxy- 

3-[(3-methoxybenzyl)amino]propyl}-N 2 ^I 2 -dipropyl-l^,3- 
cyclopropanetricarboxamide 


919 


(l^KSSyS^-amin^-oxoethyO-N^tClS^Ryi-CS^- 
difluorobenzyl)-2-hydroxy-3-[(3-metboxybenzyl) amino] 

propyl} r l^^ 2 -dipropyl-l^-j^clopropanedicaiboxaniide 


920 


(lR^3R)-3-(2-amino-2-oxoethyl)-N 1 -{(lS^R)-l-(3,5"- ".' 
difluorobenzyl)-2-hydroxy-3-[(3-methoxyben2yl)amino]- 
propyl} -N 2 ,N 2 -dipropyl- 1 ,2-cyclopropanedicatboxamide 

A. A. m J * X A ^ w * A A 


921 


(lR£R^S)-N-{(lS^)-l-(3,5^^^^ 
[(3-mc^oxybenzyl)ainino]propyl} -2-[2-(dipropylamino)-2- 
oxoethylj-3-methylcyclopropanecarboxamide 


922 


(lR,2R,3R>N-{(lS£RH<3,5^fluoro^ 

[(3-methoxyben2yl)amino]propyl}-2-[2<dipix)pylammo 

oxoetiiyl]-3-methylcyclopropanecarboxaiiiide 


923 


(lS£R,3R>N-{(lS,m)-l-(3>dM^^ 

[(3-methoxybenzyl)amdno]propyl}-2-[2 

oxoe^yl]-3-pheaylcyclopropaBecarboxamide 


924 


(lS^3S)-N-{(lS^>H3,5^uorobe^ 
[(3-methoxyben2yl)ammo]pro 
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EXAMPLE 


Substituted Amine (X) 




oxoethyl]-3-phenylcyclopropanecarboxamide 


925 


(lS^SR^N^IClS^R^l-CS^^fluorobei^l^hydroxy^ 

34(3-methDxybenzyl)amino]pxopyl}-3-[2^dipropylaniino)-2- 

oxoethyl]-l^-cyclopnopanedicarboxamide 


926 


(lS^SS^Ni^ClS^-HS^-dmuorobenzyl^-hydroxy-S- 
[(3-methoxybenzyl)amino]propyl} -3-[2-(dipropylamino)-2- 
oxoetbyl]-l,2-cyclopropanedicarboxamide 


927 


Nl-{(lS^R>l-<3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

methoxyben2yl)amino]propyl}- N^,N 3 -dipropyl-5- 
{[(trifluoTomethyl)sulfonyl]ainino}isophthdamide 


928 


Ni-UlS^-l-fS^-difluorobenzyO-S-KS- 

etbylbenzyl)amino]-2-hydroxypropyl} - N 3 ,N 3 -dipropyl-5- 
{[(trifluoromethyl)sulfo^ 


929 


NM(lS,2R>l-benzy«-[(3^ 

hydroxypropyl}- N 3 >N 3 -dipropyl-5- - 
{[(trifluoromethyl)sulfonyl]ainmo}isophthalainide 


930 


N^{(lS,2R>lH[3,5^uorobe^l>3-[(3- j 
ethylbenzyl)amino]-2-hydroxypropyI} -5- 
{methyl[(trifluorometbyl)sulfouyl]amino} - N 3 ^f3. 

dipropylisophthalamide 


931 


N l -{(lS^R>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -5- 

{methyl[(trifluoromethyl)sulfonyl]aniino}- N 3 ,N 3 - 
dipropylisophthalamide 


932 


Ni-^lS^^^^-difluorobenzyl^-hydioxy.S-KS- 

methoxybenzyl)amino]piopyl}- N 3 ,N 3 -dipropyl-5- 
{propyl[(trifluoiomefhyl)sulfonyl]amino}isophthalamide 


933 


Nl-{(lS^)-H3,5-^uorobenzyl>2-bydroxy-3-[(3- 
methoxybenzy 1) amino]propyl} -5-[(methylsulfonyl)amino]- 

N 3 ,N 3 -dipropylisophthalamide 



WO 02/02512 PCT/US01/21012 

276 



EXAMPLE 


Substituted Amine (X) 


934 


NM(1 S£RH<3,5-difluoro^ 

methoxybenzyl)amino]propyl} -5-[(phenylsuIfonyl)amino]- 
N^jN^Hiipropylisophthalamide 


935 


N-^lS^HS^-^uorobenzyl^-hydroxy-S-KS- 
isopropylben2yl)amino]propyl} -3- 
[(dipropylamino)sulfonyl]propanamide 


936 


N-{(lS,2R>H3,5-difluorobenzyl)-3-[(3- 
ethynylbenzyl)amino]-2-hydroxypropyl} -3- 
[(dipropyIamino)sulfonyl]propanamide 


937 


N-((lS,2R)-H3,5-difluorobenzyl)0- {[3- 
(dime&ylamino)ben2yl]amino} -2-hydroxypropyl)-3- 
[(cUpropyIatnino)suIfonyl]propanamide 


938 


N-((lS,2R)-l-(3,5-difluorobenzyl)-3- {[(2-ethyl-l ,3-thiazol-5- 
yl)methyl]amino} -2-hydroxypropyl)-3- 
[(dipropylamino)sulfonyl]propanainide 


939 


N^(lS,2RH^3,5^uorob^^^ 

isobutyl- 1 ,3-thiazol-5-yl)methyl]axnino}propyl)-3- 

[(dipropylamko)su^ 


940 


N<(lS 3 2R)-H3,5-^uorobenzyl>2-hydroxy-3-{[(3- 
isobutyl-5-isoxazolyl)methyl]amino} propyI)-3- 
[(dipropylainino)sulfonyl]propanamide 


941 


N-[(lS,2R)-3-[(3^yclopropyfo 

difluorobenzyl)-2-hydroxypropyl]-3- 

[(dipropylamino^ 


942 


N^KlS^Ry-S-KS-cyclopropylbenzylJamino]-!^^- 

difluorobei^I)-2-hydroxypropyl]-5-methyl-N^,N^- 

dipropylisophthalainide 


943 


Ni^ClS^-l-CS^Kimuorobenzy^-hydroxy^^P^l^- 

tbiazol-2-yl)benzyl]amino}propyl)-5-methyl-N :J s N^- 
dipropylisophthal amide 


944 


Nk(lS,m)-H3,5^uorobenzyl)-2-hydroxy>3-{[3-(U- 
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EXAMPLE 


Substituted Amine (X) 




oxazol-2-yl)benzyl]amino}propyl)-5-metliyl-N^,N3- 
dipropylisophthalamide 


945 


N!-[(lS^R)-3-[(3-acetylbenzyl)ainino]-l-(3,5- 

difluorobeiizyl^-hydroxypiopylJ-S-methyl-N 3 ^ 3 - 
diDTODvlisoDhthalamide 


946 


Ni-IClS^-S-tCS-acetylbenzyOaiiiinol-HS^. 

difluorobenzyl)-2-hydroxypropyl]- N 3 ,N 3 -dipropy 1-1,3,5- 
benzenetricarboxaniide 


947 


Nl-[(lS»3-[(3-acetylbei^ 

<Muorobenzyl)-2-hy(froxypro^ N 3 ,N 3 - 
diTTmnvlisoDhthal amide 


948 


N^lS^)-3-[(3-acetylbe^ 
(Muorobenzyl)-2-hydroxypropyty 

N 3 ^N 3 -dipiopylisophthalainide 


949 i 


N^lS£R>3-{[3Kdiethy^^ 

difluorobenzyl)-2^ : - 

dinroDvlisoDhthalamide 

U1L/1 vl/J UUVL/il II ll*IHI 1 ll\IV 


950 


N^lS^H<3,5^uoioben^ 

moipholinyl)benzyl]am^ 
diDroovHsoDhthalamide 


951 


N l -((lS^R>H3,5-diftaorobenzyl)-2-hydroxy-3^ 

piperazinyl)bKi2yl]ainino}propyl)-5-methyl-N 3 ^ 3 - 

diDiODvlisoDhthalamide 


952 


N 1 -[(lS^R>3-{[3^aminosulfonyl)benzyl]amino}-l<^ 

difluorobenzyl)-2-hydroxypropyl]-5-methyl-N 3 ,N 3 -- 
dipropylisophthal amide 


953 


^-[(lS^l-aS-d^ 

[(dknethylamino)sulfonyl]benzyl} amino)-2-hydroxypropyl]- 
5-methyl-N 3 ^ 3 HiipropyKsophthaIamide 
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EXAMPLE 


Substituted Amine (X) 


954 


N^lS^H-(3,5^uorobeii2yl>24iydro^ 

piperidinylsulfonyl)benzyI]ammo}propyl>5-meth^^ 

dipropylisophthalamide 


955 


N 1 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[3- 

(memylsulfonylJbei^yaniinojpropylJ-S-methyl-N^^NS. 

dipropylisophthalamide 


956 


N^(lS^R>l<3,5-^uorobenzyl)-2-hyd^oxy-3-{[3- 

(isopropylsulfonyl)benzyI]amino}propyl)-5-methyl-N3,N^- 
dipropylisophthalamide 


957 


N 1 -[(lS^R)-3-{[3^ammocaibonyl)beii2yl]arxiiiio}-l-(3 s 5- 

difluorobenzyl)-2-hydToxypropyl]-5-methyl-N 3 ^f 3 - 
dipropylisophthalamide 


958 


Nl-KlS^Ry-HS^-difluorobenzyO-S-CIS- 
[(dimethylammo)carbonyl]benzyl}ammo)-2-hydroxypropyl] 

5-memyl-N 3 ^-dipropylisophthalamide 


959 


Nl-[(lS^R>3-[(3-cyanobenzyl)amino]-l-(3,5- 

difluorobenzyl)-2-hydroxypropyl]-5-methyl-N3 5 N3-- 

dipropylisophthalamide 


960 


3-({[(2R,3S>4-(3,5-difluorophenyl)-3-({3- 

[(dipropylamino)carbony^ 

hy(koxybutyl]amino}methyl)phenylcaibam^ 


961 | 


3-({[(2R,3S)-4-(3,5-difluon>phenyl)-3-({3- 
[(dipropylainino)caxbonyl]-5--methylbenzoyl} amino)-2- 
hydroxybutyl]aniiiio}mefhyI)phenyl dimethylcarbamate 


962 


N^(lS^)-H3,5^uoroben^ 

pn>pynyl)benzyl]amino}propyl)-5-^ 
dipropylisophthalamide 


963 


N^(lS,m)4-(3,5^iifluoroben2yl)-2-hydroxy-3- {[3-(3- 

methyl-l-butynyl)benzyl]an^ 
dipropylisophthalamide 
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EXAMPLE 


Substituted Amine (X) 


964 


Nk(lS^R)-H3,5-difluoroben2yl)-2-iydroxy-3-{[3-(2- 
propynyI)benzyl] amino } propyl) - 5 -methyl-N 3 ,N 3 - 
dipropylisophthalamide 


965 


N^lS,2R)-K3,5^uoroben^ 

isobutyl-13/U>xadia^ 

methyl-N 3 ^ 3 ^propyUsophthalaniide 


966 


Nk(lS£R)-H3,5^ifluoro 

oxadiazol-2-yl)methyl]ainin^^ 

N3,N3-dipropyKsophtlialamide 


967 


Nk(lS,2R>l-(3,5-dmuoioben2yl)-3-{[3<5-e%l-l,3,4- 
thiadiazol-2-yl) methyl]ainko}-2-hydroxypropyl)-5«metiiyl- 

N 3 ,N 3 ^pn>pyUsophthdamide 


968 


N^(lS,2R>H3,5-di^luoTobenzyl)-2-.hyd^oxy-3-{[3-(5- 
isobutyl- l,3,44hiadiazol-2-yl) methyl]amino}propyl>5- 
methyl-N3,N 3 -dipropybsophfhalaniide 




N^lS^RHW^ifluoro^ 

thiadiazol-5-yl) methyl]amino}-2-hydroxypropyl)-5-m^tfiyl- 
N^^-dipropylisophthalamide 


970 


N^(lS,2R>l-(3,5-difluoroben2yl>2.hydroxy-3-{[3-(3- 
isobutyl-l,2,4-tbiadia2ol-5-yl) methyl]ainino}propyl)-5- 
melJiyl-N 3 ^ 3 -^propylisophthalainide 


971 


Nk(lS^R)-l«(3,5^uorobenzyl)-2-hydioxy-3-{P 
isobutyl4^,4-oxadiazol-5-yl)me%l]amino}propyl)-5- 

methyl-N 3 JN 3 KiipropyUsophthalairdde 


972 


N^(lS^R^^(3,5^fluorobeal2yI>3-{[3-(3^thy^l,2,4- 
oxadiazol-5-yl) methyl]amko}-2-hydroxypropyl)-5-methyl- 

N 3 ^f 3 -dipropylisophthalamide 


973 


N 1 <(lS^^l-(3,5^uorobenzyI)-3-{[(2-ethy^l,3-oxazo^ 
5-yl)methyl]ainino}-2-hydroxypropyl)-5-methyl-N 3 ,N 3 - 
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EXAMPLE 


Substituted Amine (X) 




dijjropylisophthalamide 


974 


N 1 -((lS^R)-l-(3 > 5-difluorobenzyl)-2-hydroxy-3-{[(2- 
isobutyl-l,3-oxazol-5-yl)methyl]ainino}propyl)-5-methyl- 

N 3 ^ 3 ^propyBsophthalamide 


975 


N l -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydTOxy-3-{[(5- 
isobutyl-l,3,4K)xadiazol-2-yl)metbyl]amino}propyl)-5- 
methyl-N 3 ^ 3 ^propynsophthalamide 


976 


NiKClS^R^l^S^-difluorobenzyO^-hydroxy-S^fCS- 
isobutyl-l,3 > 4-tiiiadiazol-2-yl)methyl]amino}propyl)-5- 

methyl-N 3 ^niipiopyHsophthalamide 


977 


N 1 -((lS > 2R)-l-(3 ) 5-difluorobenzyl)-3-{[(5-ethyl-l ) 3,4- 
uuadiazol-2-yl)methyl]amino}-2-hydroxypropyl)-5-methyl- 

N 3 ,N 3 -<iipropylisophthalainide 


978 


N!-((lS^R>l-(3,5-difluorobenzyl)-3-{[(5-ethyl-l,3,4- 
oxadiaz»l-2-yl)methyl]amino}-2-hydroxypropyI)-5-methyl- 

N^jN^-dipropylisophmilamide 


979 


NkClS^-HS^-difluorobenzylJ-S-fKS-ethyl-lA^ 
oxadiazol-5-yl)me1hyl]amino}-2-hydroxypropyl)-5-methyl- 

N 3 ^ 3 -4ipropyUsophmalamide 


980 


N!-((lS^R)-l-(3,5-difluorobenzyl>3-{[(3-eliiyl-lA4- 
thiadiazol-5-yl)methyl]amino}-2-hydroxypropyl)-5-methyl- 

N 3 ,N 3 -dipropylisophthalamide 


981 


N 1 -((lS^R>l-(3 ) 5-difluorobenzyl)-2-hydroxy-3-{[(3- 

isobutyl-l^,4-thiadiazol-5-yl)memyl]airiino}propyl)-5- 

me&yLNB^^opyUsophth^de 


982 


N!-((lS^R)-l-(3,5-difluorobeiizyl)-2-hydioxy-3-{[(3- 
isobutyl-l^,4-oxadiazol-5-yl)methyl]amino}propyl)-5- 

mefliyl-N 3 JN[ 3 ^ropylisophthalamide 


983 


N l -((lS,2R)-l-(3,5-difluoroben2yl)-3-{[(2-etiiyl-2H- 
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EXAMPLE 


Substituted Amine (X) 




tetraazol-5-yl)methyI]am^ 
N 3 ,N3-dipropytisophthalaniide 


984 


N^(lS^)-l-(3 ^ 5■<ii^luorobell2yl^2-hyd^oxy•3- {[(2- 
isobutyl-2H-tetraazol-5-yl)m 

N 3 jN^^jipjopyiisophthaiamide 


985 


NM(iS^R>H3,5-^uoiobenzyl)-3-{[(2-ethyl-4- 
pyriimdinyl)methyl]amiiio} -2-hydroxypropyl>5-methyl- 

N^^-dipropylisophthalamide 


986 


Nl-((lS^)-lK3,5-difluorobenzyl)-2^hydn)xy-3-{[(2- 
isopropyl^pyrunidinyl)methyl]ainino}propy 

N 3 ^N 3 -dipropylisophthalamide 


987 


N 1 «((lS^R>H3,5^uorobenzyl).3-{[(2-ethynyl-4- 
pyrimidinyI)methyl]amino} -2-hydroxypropyl)-5-methyl- 

N 3 ^N 3 -dipropylisophthalamide 


988 


N 1 K(lS^R>H3,5-difluorobeii2yl)-2-hydroxy-3-{[(6- 

isopropyl-4^yrimidinyl)^ 

N 3 ,N 3 -dipropytisophthalamide 


989 


N^lS£RHK3>5^uoiobenzylW^ 
4-pyriniidinyl]methyl} amino)-2-hydroxypropyl]-5-methyl- 

^^^jjpjopyiisophthalamide 


990 


N 1 -[(lS^R)-l-(3,5^uorobenzyl)-3<{[2-(dimethylamin 
4-pyrinridiiiyl]methyl} amino)-2-hydroxypropyl]-5-methyl- 

N^^^iipropyiisophtiiaiamide 


991 


N^(lS,2RM-(3>difluoit>benzy^^^^ 
2-pyi^dkyl]me%l}ainino)-2^ 

N 3 ^ 3 -dipropylisophthalamide 


992 


N^lS,2R>l-(3>difluoiobe^^ 
isopropyl-2-pyrimidinyl^ 

N 3 ,N 3 -dipropylisophthalamide 
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EXAMPLE 


Substituted Amine (X) 


993 


Nl-((lS^R)-l-(3 s 5-difluorobeiizyl)-3-{[(4-etliyl-2- 
pyruiiid^yl)mefliyI]ammo}-2-hydrox)T)iopyl)-5-mefliyl- 

N^JN^-dipiopylisophtoalamide 


994 


Nl-((lS^R)-l-(3,5-difluorobeiizyl)-3-{[(5-ethyl-3- 
pyridazinyl)methyl]amino}-2-hydroxypropyl)-5-methyl- 

N^JN^-dipropylisophthalamide 


995 


N 3 -<(lS^R)-l-(3,5-difluorobeiizyl)-3-{[3- 

(dimethylanuno)ben2yl]ammo}-2-hydroxypropyI)-N^J^- 
dipropyl-3,5-pyridinedicarboxamide 


996 


Ni^lS^l-CS.S-difluorobenzyl^-hydroxy-S^KS- 
isopropyl-3^yrida2anyl)metbyl]ammo}pTopyl)-5-niethyl- 

N^N^-dipropylisophthalamide 


997 


N 3 -((lS^R)-H3,5-difluorobenzyl)-2-hydroxy-3-{[3-(l- 
propynyl)benzyl]amino}propyl)-N 5 ,N 5 -dipropyl-3,5- 
pyridmedicarboxamide ~ " " '" ' . 


998 


N^(lS^)-l-(3,5^uo^obenzyl)-2-hyd^oxy-3- {[(6- . 
isopropyl-4^yridazinyl)me&yl]airuno}propyl)-5-methyl- 

N^^-dipropylisophthalamide 


999 


N3-{(lS,2R)-H3,5-difluoroben2yl)-3-[(3- 

etihynylbeir^^aminol^-hydroxypropylj-^^^propyl- 
3,5-pyridinedicarboxamide 


1000 


N!-((lS^R>l-(3,5-difluorobenzyl>3-{[(6-ethyl-4- 
pyridazmyl)me1hyl]ainino}-2-hydroxypropyl)-5-methyl- 

N 3 ,N3-dipropylisophthalamide 


1001 


N3-{(lS^)-K3,5-difluorobenzyl)-2-hydiDxy-3-[(3- 

isopropylbenzyl)amino]propyl}-N 5 ^ 5 -dipiopyl-3,5- 
pyridinedicarboxamide 


1002 


Nl-((lS^R)-l-(3,5-difluorobenzyl)-3-{[(6-ethyl-2- 
pyrazmyl)methyl]ainmo}-2-hydroxypropyl)-5-methyl-N 3 ,N3- 
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EXAMPLE 


Substituted Amine (X) 




dipropylisophthalamide 


1003 


N 3 -{(lS^R>l-(3,5-difluorobenzyl)-3-[(3- 

emy!benzyl)ammo]-2-hydroxypropyl}-N5,N^-dipropyl-3,5- 
pyridinedicarboxamide 


1004 


N!-((lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[(6- 
isopropyl-2-pyrazmyl)methyl]ainino}propyl)-5-metbyl- 

N 3 ^ 3 -dipropyKsophthalamide 


1005 


^-[(lS^R^-byikoxy-S-KS-methoxybeii^Oamino]-!- 

(3,4,5-trifluoiobenzyl)propyl]-5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1006 


Nl-((lS^R>2-hydroxy-l-(3,4,5-trifluorobenzyl)-3-{[3- 

(trifhioromemyl)ben2yl]aniino}propyl)-5-methyl-N 3 f N 3 - 
dipropylisophthalamide 


1007 


N^lS;2R>2-hydroxy-H2,3A6-tetrata 

(trifluoromethyl)ben2yl]anim^ 
dipropylisophthalamide • .- : ^ , -.< .'•■<- •, 


1008 


N^(lS,2R)-2-tiyfrbxy-3-[@^ 

(2,3,5,6-tetrafluoroben2yl)propyl]-5-metiiyl-N 3 ,N 3 - 
dipropylisophthalamide 


1009 


N!-((lS^R)-l-(3,5-difluorobenzyl)-2-hydK)xy-3-{[(lR2S)- 
2-hydroxy-6-methoxy-2,3-dihydro-lH-inden-l- 

yl]ammo}propyl)-5-methyl-N 3 ^ 3 ^propyUsoph4fllamide 


1010 


N 1 -((lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-{[(lR ) 2S)- 
2-hydroxy-6-methoxy-2,3-dihydro-lH-in^ 

yl]amino}propyl)-N 3 ^ 3 -<iipropyl-l,3,5- 
benzenetricaiboxamide 


1011 


NkaS^RHW^iifluoio^^ 

hy droxy-2,3 -dihy dro- lH-inden- 1 -yl] amino} -2- 

hydroxypropyl)-5-methyl-^^ 
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EXAMPLE 


Substituted Amine (X) 


1012 


Nk(lS£RH-(3,5-difluoiobei^ 
hydbx)xy-2^^iihydro-lH-indjen-l -yl]amino} -2- 

hydroxypropyl^^^-dipropyM^jS- 
benzenetricaiboxamide 


1013 


< 

Nl-{(lS^>2-hydroxy-HlH-indol-5-ylmethyl)-3-[(3- 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1014 


N^lS^R>3-[(3^thyIbenzyl)a^^ 

indol-5-yhnethyl)propyl]-5-'methyl-N 3 ^I 3 - 
dipropylisophthalamide 


1015 


N 1 -[(lS^>2-hydroxy-3-[(3-methoxybeiizyl)amino].K3- 
methylbOTzyl^ropylJ-S-methyl-N^^NfS. 

dipropylisophthalamide 


1016 


N 1 - [(1 S^R)-2«hydroxy-3-[(3-methoxybenzyl)aiiiino]- 1 -(3- 

methylbenzyl)propyl]- N 3 ,N 3 -dipropyl-l ,3,5- 

benzenetricaiboxamide 


1017 


N 1 - {(lS,2R>2-hydroxy-3-[(3-meto^^ : 

(trifluoromethyl)benzyl]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1018 


N 1 -{(lS^R)-2-hydroxy-3-[(3-methoxybenzyl)amino]-l-[3- 

(trifluoromethyl)ben^^ 

benzenetricarboxamide 


1019 


N^lS^>24iydroxy-3-[(3-meto^^ 

pyridinylmethyl)propyl]-5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1020 


N 1 -[(lS^>2-hydroxy-34(3-methoxyben2yl)ainmo^ 

pyndmylmethyljpropylj- N J J^P-dipropyl-1,3,5- 
benzenetricaiboxamide 


1021 


NM(lS,mH-[3-fluoio-5>iflu^^ 
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EXAMPLE 


Substituted Amine (X) 




hydroxy-3-[(3-methoxybenzyl)amino]propyl}-5-m 
N 3 ^ 3 -dipropyUsophthalamide 


1022 


N 1 -{(lS,2R)-l-[3-fluoro-5-(trifluoromethyI)benzyl]-2- 
bydroxy-3-[(3-methoxybenzyl)aixuno]propyl} -N 3 ,N 3 - 
dipiopyl- 1 ,3,5-benzenefricarboxamide 


1023 


NM(lS,2R)-2-hydrox^^ 

(trifluoromethoxy)ben^l]propyl} -5-methyl~N 3 ,N 3 - 
dipropylisophthalamide 


1024 


NM(lS,2R)-24iydipxy-3-[(3-metto^ 
(trifluoromethoxy)benzyl]propyl} -N 3 ,N 3 -dipropyl- 1 ,3,5- 
benzenetricarboxamide 


1025 


NM(lS,2R)-2-hy(to^^ 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1026 


Ni-iClS^^hydroxy-l^hydroxybenzyQ-S^fS- 

methoxybenzyl)amino]propyl}-N 3 ^.dipropyl : l,3,5- . 
benzenetricarboxamide 


1027 


N^KlS^^-hydroxy-S^CS-melhoxybenzyOaminol-l^^ 

methyIbenzyl)propyl]-5-methyl-^^ 
dipropylisophthalamide 


1028 


N^lS£R)-2-hydroxy-3-[(3-meth^^ 

methylbenzyl)propyl> N 3 ,N 3 -dipropyl- 1,3,5- 
benzenetricarboxamide 


1029 


N^{(lS,2RVH4-fluoro-3^methyIbenzyl)-2-hydxoxy-3-[(^ 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1030 


NM(lS,2RH-(4-fluoro-3-me%to 
methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l,3,5- 
benzenetricarboxamide 
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EXAMPLE 


Substituted Amine (X) 


1031 


Nl-{(lS^R)-l-(4-chlorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1032 


Ni-KlS^^l^hloiobenzyl^-hydroxy^-^ 

methoxybenzyl)amino]propyl}- N 3 ,N 3 -dipropyl- 1,3,5- 
benzenetricarboxamide 


1033 


N 1 -{(lS,2R)-2-hydipxy-l-(3-methoxybenzyl)-3-[(3- 

metboxybehzyl)amiiio]propyl}-5-methyl-N 3 ,N3- 

dipropylisophthalamide 


1034 


Nl-{(lS,2R)-2-hydroxy-l-(3-methoxybenzyl)-3-[(3- 
methoxybenzyl)amino]propyl} - N^lSP-dipropyl-l 3,5. 
benzenetricaiboxamide 


1035 


Nl-{(lS^R)-2-hydroxy-H4-methoxybeii2yl)-3-[ 

methoxyben2yI)amii^^ 

dipropylisophthalamide 


1036 


Nl-{(lS,2R)-2-hydroxy-l r (4-methoxybenzyl)-3-[(3- 

methoxybenzyl)amino]propyl}» N 3 ,N 3 -dipropyi-l,3>5- 
benzenetricarboxamide 


1037 


Ni^ClS^RVl^^Moro-S-fluorobenzylJ^-hydroxy-S-KS- 

methoxybenzyl)amino]propyl}-5-methyl-N 3 ^I 3 - 
dipropylisophthalamide 


1038 


NM(lS,2R)-l-(3-cMoro-5-fluo^ 

methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l ,3,5- 
benzenetricarboxamide 


1039 


Nl-{(lS,2R>l<4^moro-3-fluorobenzyl>2^hydroxy^ 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1040 


NM(lS,2RH-(4-cMoro-3-fluoro^^ 
methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l,3,5- 
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EXAMPLE 


Substituted Amine (X) 




benzenetricarboxamide 


1041 


Ni^ClS^l-CS^-dichlorobenzyl^-hydroxy-S-KS- 

methoxybenzyl)amino]propyl} -5-methyl-N 3 ^- 
dipropylisophthalamide 


1042 


Nl-{(lS^)-l-(3,5-dichIon)benzyl>2-hydroxy-3-[(3- 

memoxybenzyl)amino]propyl}- N3,N3-dipropyl-l ,3,5- 
benzenetricarboxamide 


L043 


N 1 -{(lS,2R)-l-[4-(dimemylamino)benzyl]-2-hydroxy-3-[(3- 

memoxybeai2yl)amino]propyl} -5nmethyl-N3,N3- 
dipropylisopbthalamide 


1044 


N^KlS^l-t^cmiiemylammo^enzyll^-hydroxy-S-KS- 

memoxybenzylJaminolpropyll-N^^^jipj-opy^i^^. 

benzenetricarboxamide 


1045 


Ni-KlS^RJ-HS-chlorobenzyO^-hydroxy-S-KS- 

memoxybeii2yl)amino]propyl} -5-methyl-N3,N3- 
dipropylisophthalamide 


1046 


Ni-KlS^RVHS^bJorobenzyO^-hydroxy-S-KS- 
metb.oxyben2yQamino]propyI}-5-methyl-N3^3_ 

dipropylisophthalamide 


1047 


N l -{(lS,2R)-l-(3-fluoTobenzyl)-2-hydroxy-3-[(3- 

memoxyben2yl)amino]propyl}-5-methyl-N3 > N3- 

dipropylisophthalamide 


1048 


N l -{(lS,2R)-l-(3-fluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}- N^jN^-dipropyl-l ^5. 
benzenetricarboxamide 


1049 


^-{(lS^R^-hydroxy-H^isopropylbenzyl^-tCS- 
memoxybenzyl)amino]propyl}-5-methyl-N3jij3_ 

dipropylisopbthalamide 


1050 


Nl-{(lS^R)-2-hydroxy-l-(4-isopropyIbenzyI)-3-[(3- 
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EXAMPLE 


Substituted Amine (X) 




methoxybenzyI)amino]propyl}- N 3 ,N 3 -dipiopyl-l,3,5- 
benzenetricarboxamide 


1051 


NM(lS,2R)-2-hydro^ 

methoxy-2-pyridinyl)methyl]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1052 


N 1 - {(lS,2R>2-hydroxy-3-[(3-methoxybenzyl)amino]-l-[(6- 
methoxy-2-pyridinyl)methyl]propyl}-N3^3^propyl-l ,3,5- 
benzenetricarboxamide 


1053 


NM(lS£R>2-hydroxy-3-[(3-metho^ 

methyl-2-pyridinyl)methyl]propy 1} -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide 


1054 


NM(lS£R)-2-hydn>xy-3-[(3-methoxy^ 

methyl-2-pyridinyl)methyl]propyl}-N3,N3-dipropyl-l,3,5- 
benzenetricarboxamide 


1055 


NM(lS3)-M3-fluoro-4-me^ 
methoxybenzyl)amino]propyl} -5 -methyl-N 3 JN 3 , 
dipropylisophthalamide... ...... 


1056 


Ni-CClS^-HS-fluoro^-me^lbenzyO^-hydroxy-S-KS- 
me1hoxybenzyl)amino]propyl} -N^^^ipjopyi. \ ^5. 

benzenetricarboxamide 


1057 


N 1 -{(lS^R)-l»(3-fIuon)-4-methoxybenzyl)-2-hydroxy-3-[(3- 

methoxybenzyi)amino3propyi}-5-methyl-N 3 ^ 3 ~ 
dipropylisophthalamide 


1058 


N^^lS^R^l^-fhioro^-methoxybenzylJ^-hydroxy^-tCS- 

methoxybCTzyl)amino]propyl}-N 3 JT 3 -dipropyl-l,3,5- 
banzenetricarboxamide 


1059 


N 1 '[(lS^R)-2-hydroxyO-[(3-methoxybenzyl)amino]-l-(2- 

methoxy-5-methylbenzyl)propyl]-5-methyl-N 3 J<r 3 - 

dipropylisophthalamide 



WO 02/02512 PCT/US01/21012 

289 





QnKcfi tilt e*A Aminp /Y^ 


1060 


N 1 -[(lS > 2R>2-hydit)xy-3-[(3-methoxybenzyl)ainir^ 
methoxy-S-methylbei^lJpropylJ-N^^^iiprQpyi. \ 3 5. 

d cjizcne Lncaroo x<nnicie 


1061 


Ni-KlS^^-hydroxy-S-KS-methoxyboizyOaiiiiiiol-l-Cl^- 

thia2»l-2-ylmethyl)propyl]-5-methyl-N 3 r N 3 - 
uipiupyju soppinaj aJii i oc 


1062 


N^KlS^J-Z-hydroxy-S-tCS-methoxybenzyOamino]-!^!^- 
thiazol-2-yImethyl)propyl]-N3 > N3.dip ro pyi.i ) 3 > 5. 

DgHZeUC ulTCuuOXaEulQG 


1063 


Ni-KlS^^l-KS-chlo^-fhienyl^ethyll^-hydroxy-S-tCa- 
methoxybenzyl)amino]propyl} -5-methyl-N 3 JST 3 - 

HiTimtYvl i QniVhtfi al a tyi i A f» 


1064 


NM(lS£R>l-[(5^Uoro-2-^ 
methoxybenzyl)amino]propyl}-N3 J> N3. ( jip r0 pyi- .1 3^5. 

benzenetricarboxamide 



EXAMPLES 1,065-1,155 

Following the general procedure of CHART A and EXAMPLES 4-6, 321- 
327, 329-464, 466-527, 529-579, 597-619 and 633-708 and making non-critical 
5 variations, and using the appropriate amines (VIII) and amide forming agents (IX), 
the titled compounds are obtained. 



EXAMPLE 


Substituted Amine (X) 


1,065 


N-{(lS,2R)-l-(3,5-difluorobenzyl>3-[(3-emyIbenzyl)amino]-2- 
hydroxypropyl} -4-hydroxy-3-(l -pyrroUdmylcarbonyl)benzamide 


1,066 


N-{(lS,2R)-l-(3,5-difluorobenzyl>3-[(3-emylbeiizyl)amino]-2- 

hydroxypropyl}-5-memyl-2-[(memylsulfonyl)amino]-l,3-thiazole-4- 

carboxamide 


1,067 


N-{(lS,2R)-l-(3,5-difhiorobenzyl>3-[(3-emyIben2yl)amino]-2- 

hydroxypropyl}-2-[(methyIsulfonyl)amino]-l^-oxazole-4- 

carboxamide 
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EXAMPLE 


Substituted Amine (X) 


1,068 


N-{(lS,2RH<3,5^fluoroben^^ 

hydioxypropyl} -2-[(propylsulfonyl)ainino]-l ,3-thiazole-4- 

carboxamide 


1,069 


N-{(lS,2RM^3,5^uoiobei^ 
methoxybenzyl) aminojpropyl} -4-hydroxy-3 -( 1 - 
pyiroIidinylcarbonyl)benzamide 


1,070 


N-{(lS^R)-lK3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxyben2yl)amino]propyl} -2-[(propylsulfonyl)amino]-l ,3 - 
thiazole-4-caiboxamide 


1,071 


N-{(lS^)-l-ben2yl-34(3^thylb€myl)amino]-2-h^ 
[(methylsuIfonyl)amino]«l ,3-oxazole-4-carboxamide 


1,072 


N-((l S^R)-lK3,5-difluorobenzyl>3-{[l-(3- 
ethylphenyl)cyclopropyl]ainino^ 
[(methykulfonyl)amino]~ l,3-oxazo!e-4-caiboxamide 


1,073 


N^(lS,m)-l-(3,5-difluoio^ 

methylethyljamino} -2-hydroxypropyl)-4-hydroxy-3-(l - 
pyrroIidinylcarbonyl)benzaiuide 


1,074 


NK(lS^)-l<3,5^uorobenzyl)-3-{[l<3-ethylphenyl)-l- 

methylethyl]amino}~2-hydroxypro^ 

1 ,3-oxazole-4-carboxamide 


1,075 


N-{(lS,2R>l-bcmzyl-2-hy^ 

methoxybenzyl)amino]propyl}^ 

oxazoIe-4-carboxamide 


1,076 


N^(lS,m>H3,5^ifluorobenzyl>3-{[l<3-e%lphenyl>l- 

methylethyl]amino}-2-hydroxypropyl)-5-methy^ 

[(methylsulfonyl)ammo^ 


1,077 


N-((lS^R)-l-(3,5-difluoiobenzyl>3-{[l-(3- 

ethylphenyI)cyclopropyl]amino}-2-hydxoxypropyl)^hydro 

pym>lidkiylcarix)nyl)ben2amide 


1,078 


N-{(lS,2R)4^3,5^uoiobenzyl)-3^ 

hydroxypropyl}-2-[(methylsulfonyl)ainino]-l,3-oxazole-4- 

carboxamide 
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T7YAA/TDT T? 


oUDSuiutea Amine {/^j 


1,079 


N-{(lS^R>l-(3,5-difluoroben2yl)-2-liydroxy-3-[(3- 

m^oxybenzyl)amino]propyl}-2-[(mefliylsulfonyl)aniino]-l,3- 

oxazoi&-*f-carDOxamicie 


1,080 


N-{(lS£RH-(3,5^uoroba^^ 
hydroxypix)pyl}-5-methyl-2'[(methylsulfonyl)am 
carDOxatuifi e 


1,081 


N-{(lS^R>lK3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -4-hydroxy-3-(l- 
piperidinylc3rbonyl)beDZ2nude 


1,082 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

lOuODcnzyi j amino jpropyi/ ^-^ineinyisuiionyi jainino j- 1 ,j-oxazoie-z- 

carboxamide 


1,083 


N- {(1 S,2R> 1 -beaizyl-2-hy<froxy-3-[(3-iodobeiizyl)amm -2- 


1,084 


N-{(lS^R)-l-{3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

loaooenzyi j amino jpropyi j - j -nic uiyi-^L^ineinyisiiLionyi ^axoiiioj- i,j- 

oxazole-2-carboxamide 


(1,085 


N-{(lS^>H3,5^uorobenzy^^ 

nyuroxypropyi/ -^f-nyuroxy- ^lpcnuiuyicaruouyi ^ijciiAaJiiiut; 


1,086 


N-{(lS^>H3,5Klifluorobe^ 

hydroxypropyl}"^[(inethylsiilfonyl)aniino]- 1 ,3-oxazole-2- 
caxboxamide 


1,087 


N- {(1 S,2R)-1 -ben2yl-2-hydroxy-3-[(3-iodobenzyl)amino]propyl} -5- 
iiicinyi~^~[^inciiiyioULionyi ^anunoj-A 9 j^oxozoic^^ciruuAaiiiiuc 


1,088 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3^tbyn7en^l)araino]-2- 
nyuroxypropy l j - j -memy i-*r- [^mcuiy i&iuiuay i ^cluiliiuj i 7 j -uAawj ic- £ - 
caiboxamide 


1,089 


N-{(lS ) 2R>l<3 ) 5^fluorobeiizyl>3-[(3-ethylbenzyl)an±io] 

fiv/lrmrvnrrm vl 1 vrtm w-3 -/4-m omhol in vl cflThonvlYhenTsainide 


1,090 


N-{(lS;2R>H3,5-<iifto^^ 

hydroxypropyl}^[(ethylsulfonyl)ain^ 

caiboxamide 
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EXAMPLE 


Substituted Amine (X) 


1,091 


N-{(lS^R>-l-(3,5-difhiorobenzyl)-2-hydroxy-3-[(3- 

iodobenzyl)amino]piopyl}-5-methyl-2-[(methylsulfonyl)aimno] 

oxazole-4-carboxamide 


1,092 


N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hyciroxy-3-[(3- 

iodobenzyl)ammo]piopyl}-4-[(ethylsulfonyl)ainino]-l,3-oxa2X>le-2- 

carboxamide 


1,093 


N-{(lS^R)-H3,5^uorobenzyl>3-[(3-etfayIbenzyl^ 
hydroxypropyl}-4-hyto 


1,094 


N-{(1 S,2R)-l-(3,5-diftuorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -4-[^)ropylsulfonyl)amino]-l ,3-oxazole-2- 
carboxamide 


1,095 


N-{(lS^R)-H3,5^iiorobei^^ 

methoxybenzyl)amino]propyl}-5-methyl-2-[(me^ 

l,3-oxazole-4-caiboxamide 


1,096 


N-{(1 S,2R).H3,5^fluorobenzyl)-2-hydroxy-3-[(3. 
iodobemyl)amino]pix)pyl};^ 1 ,3-thiazole- 
2-carboxamide 


•1,097 - 


N-{(1S,2R)-H3>difl^ 

methoxybenzy!)amino]propyl}-4-hydroxy-3-(l- 

piperazinylcaibonyl)beiizaiiiide 


1,098 


N»{(lS,2R>1^3,5HMuorobenzyl)-3-[(3^ylbenzyl)a^ 

hydroxypropyl}-4-[(methylsulfonyl)amino]-l,3-thia^ 

caiboxamide 


1,099 


N-{(lS,2R)4^3,5-dmuorobeii2^^ 

hydroxypropyl} -5-methyl-2-[(methylsiilfonyl)amino]- 1 ,3-oxazole-4- 
caiboxamide 


1,100 


N-{(lS,m>H3,5^fluorobe^ 

hydroxypropyl} -2- [(methylsulfonyl)amino]- 1 ,3-oxazole-5- 

caiboxamide 


1,101 


N-{(lS,2R>l-(3>dffluoroben2^ 
hydroxypropyl}^hydroxy-3-(l-piperam^ 


1,102 


N-{(1S;2R)-H3,5^iwrobe^ 
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EXAMPLE 


Substituted Amine (X) 




hydroxypropyl}^me4hyl-2-[(memylsulfo^ 
carboxamide 


1,103 


N 4 -{(lS^R)4-(3,5^uorobenzyl>3-[(3^thyIbenzyl)amino]-2- 
hydroxypropyl}-2-[(methylsxu^nyl)amino]- 1 ,3-oxazole-4,5- 

UiUal UUAcLLlilLiC 


1,104 


N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3- 
iodobenzyl)amino]propyl} -2-[(me1hylsulfonyl)amiiio]-l ,3-oxazole-5- 
carboxamide 


1,105 


Ni-^lS^HS^-difluorobenzyO-S-KS-ethylbenzyOamino]^- 
iiy uiu xyprupy i / -n-iiyuiUAy-iN - mc my iioupjiu ia i aimuc 


1,106 


N-{(lS^>l-<3,5-difluoroben2yl>2-hydK)xy-3-[(3- 

iodoben2yl)amino]propyl}^methy^ 

0x2120 LG-jHiaruoxainicxe 


1,107 


N-{(lS,2R>l<3,5^uorobeaizyl)0-[(3-emylbemyl)aiiiino]-2- 
hydroxypropyl}-2-[(ethylsulfonyl)ainino]-l,3-oxa2ole-4- 

vol UU ActlLliUC 


1,108 


N-jKlS,2R)-l-(3,5^ 

iodobenzyl)amnio]pn>pyl}-5-[(me^ 

caiboxamide 


1,109 


N 1 -{(lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iuouioxyDeiizyi^aiiiinojpiopyi/ 


1,110 


N-{(lS^R)-l-(3 > 5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} ^methyl-5-[(methylsulfonyl)amino]-l ,3- 

OAdzoit?-z-oaxuuAaiiJJu.c 


1,111 


N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hydtDxy-3-[(3- 
methoxybenzyl)amino]propyl} -2-[(ethyIsulfonyl)amino]-l ,3- 

Avq7Alo_/l_romAVQTnt^Q 
KjAcLcAJ lC~ 4 +~Vcli Uls AolllLUw 


1,112 


N^(lS^)-lK3,5^£Iuorobeir^l>3-[(3^mylbenzyl)amiiio]-2- 

hydroxypropyl}^methyl-5-[(methylsulfonyl)amino]-l,3-oxazol6-2- 

caiboxamide 


1,113 


^-{(lS^R^HS^-difluorobenzy^-hydroxy-S-KS- 
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EXAMPLE 


Substituted Amine (X) 




methoxybeii2yl)amii]o]propyl}-N3-^ 


1,114 


N-{(lS^>l-(3,5^uorobenzyl)-3-[(3-ethylbenzyl)amino]-2- 
hydroxypropyl}-5-[(methylsulfonyl)amino]- 1 ,3-oxazole-2- 
carboxamide 


1,115 


N-{(lS^R)-l-(3,5-di£luorobenzyl)-2-hydroxy-3-[(3- 

iodobenzyl)amino]piopyl}-2-[(ethylsulfonyl)aniino]-l,3-oxazole-4- 

carboxamide 


1,116 


N-{(lS^R)-l-(3,5^uorobenzyl)-3-[(3^mylbenzyl)amino]-2- 
hydioxypropyl}-5-[(methylsulfonyl)anuno]-3-isoxazolecarboxamide 


1,117 


Ni-^lS^R^l-CS^^fluorobeBzyO-S-P-ethylbenzyOainiiio]^- 
hydroxypropyl} -N 3 -etbyI-4-hydroxyisophthal amide 


1,118 


N-{(lS^R>l-(3^-difluorobenzyl)-2-hydroxy-3-[(3- 

iodobenzyl)auuno]propyl}-5-[(me1bylsulfonyl)aiiuno]-3- 

isoxazolecarboxamide 


1,119 


N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

iodobeiizyl)amino]propyl}-2-[(propylsuifonyl)anuno]-l,3-oxazole-4- 

carboxamide 


1,120 


N-{(lS^R)-H3,5^uorobenzyl)-2-hydrdxy-3-[(3- ; 

iodobenzyl)ammo]propyl}-3-[(methylsulfonyl)ainino]-5- 

isoxazolecarboxamide 


1,121 


NM(lS,2RHK3,5-dmuorobenzyl)-2-hydro^ 
iodobenzyl)amino]propyl}-N3-efliyl^hy 


1,122 


N-{(lS^R)-l-(3,5^fluorobenzyl)-3-[(3-ethylbenzyl)amino]-2- 
hydroxypropyl}-3-[(me%lsulfo^^ 


1,123 


N-{(lS^)-l-(3,5-di£luorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzyl)aimno]piopyl}-2-[(propylsulfonyl)anuno]-l,3 

oxazole-4-carboxamide 


1,124 


N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

iodobenzyl)ainino]pK)pyl}-5-(hydToxymethyl)-2- 

[(methylsulfonyl)amiuo]-l,3-oxazole-4-carboxamide 


1,125 


N 3 -(cyclopropylmethyl)-N 1 -{(lS,2R)-l-(3,5-difluoiobenzyl)-2- 
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EXAMPLE 


Substituted Amine (X) 




uyaxuxy- j-[^j-ioaooCTzyi ) amino jpropyi y ■^nyoroxyisopiiuia] arn iqe 


1,126 


5^yclopropyl-N-{(lS£R>H3,5K^^ 

iodobenzyI)amino]propyl}-2-^ 

carboxaroide 


1,127 


N-{(lS^R)4^3,5^uon>bemyl>3-[(3-ethy]benzy^ 
hydroxypropyl} -2-[(pit)pylsulfonyl)amino]-l ,3-oxazole-4- 
carboxamide 


1,128 


N-{(lS,2R)-l-(3,5-di£Iuoiobeii2yl)-2-hydroxy-3-[(3- 
iodobenzvl^aminolnronvH -5-isonroovl-2- \( methvlsulfonvllaminol- 
1 ,3-oxazole-4-carboxamide 


1,129 


N^cyclopropylme%l>N 1 -{(lS,2R>H3,5-difluorobenzyl)-3-[(3- 
emyiDenzyi jaminoj-z-nydioxypropyl/ ^nydioxyisopntnaiainiae 


1,130 


N-[(lS,2R>l-(3,5-K3ifluorobenzyl)-2-hydroxy-3- 

(iscpeiitylammo)pn)pyl]-2-[(me^ 

carboxamide 


1,131 


N-{(lS,2R>H3,5Kimuorobe^ 

hydroxypropyl} -5-methyl-2-[0>ropylsidfonyl)amino]- 1 ,3-oxazoIe-4- .. 
carboxamide 


1,132 


N-[(lS;2R)-3<cyclopropylaii^ 

hydroxypropyl]-2-[(methylsulfonyl)amino]-l ,3-oxazole-4- 
carboxamide 


1,133 


N-[(lS,2R)-3-[(3-e%Ibenzyl)a^^ 

hydroxyben2yl)pr(^y]]-2-[(melhylsulfonyl)am 

carboxamide 


1,134 


N^lS,2R)4^3,5^uorobenzyl>^ 
nyaroxypropyi/ -n-xiyaroxy-xN -lsoDuiyusopninaiaiiiiac 


1,135 


2-{[(cyclopropyIme%l)sulfo^^ 

difluorobenzyl)-3-[(3^thylbenzyl)amiDo]-2-hydro 

oxazole-4-carboxamide 


1,136 , 


NM(lS^)-H3,5^uorobenzyl>3-[(3^ 
hydroxypropyl}^hydroxy- N^-isobuty^^ 
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EXAMPLE 


Substituted Amine (X) 


1,137 


N-{(lS,2R)-l-(3,5HlifluorobenzyO^^ 

hydroxypropyl} -2-[(isobutylsulfonyl)amino]--l ,3-oxazole-4- 

carboxamide 


1,138 


N3^cyclopropylme%l)-NM(l^^ 
etiylbenzyl)arnino]-2-hydroxypropyl} -4-hydroxy-N3- 
methylisophthalamide 


1,139 


N-{(lS,2R>l-(3,5-difluoix>benzyl>2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}-2-[(isobutylsulfonyl)amm 

oxazole-4-carboxamide 


1,140 


N^lS,2R)-K3,5Kimuorobenzy^^ 

hydroxypropyl} ^hydroxy-N3-methyl-N 3 -propylisophthalamide 


1,141 


N-{(lS^)4-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3- 

iodobenzyl)amino]propyl}-2-[(i^ 

4-carboxamide 


1,142 ; 

* 1 . 


N 1 -{(lS^R)4^3,5^fluorobenzyl>2^hydroxy-3-[(3- 
methoxybenzyi)amino]propyl} -4-hy droxy-N 3 -methyl-N 3 - 
propylisophthalamide 


1,143 


N-{(lS,2R>l<3,5^Muorobenzyl)-2-hydroxy-3^[(3- 
iodobenzyl)amino]propyl} -2-[(phenylsulfonyl)amino]- 1 ,3-oxazole-4- 
carboxamide 


1,144 1 


Ni-^lS^RVi-CS^-^fluorobenzy^-hydroxy-S-KS- 

methoxybenzyl)ainino]propyl}-N3-ethyl-4-hydroxy-N 3 - 
propylisophthalamide 


1,145 


N-{(lS^R)-H3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -2- {[(4-methylphenyl)sulfonyl]amino} - 
1 ,3-oxazole-4-carboxamide 


1,146 


NM(lS,2RH-(3,5^fluoroben^ 

hydroxypropyl} -N3 -ethyl-4-hy droxy-N 3 -propylisophthalamide 


1,147 


N-{(lS,2R)-H3,5^muorobenzyl^ 

hydroxypropyl} -2- {[(4-methylphenyl)sulfonyl]ainino} -1 ,3-oxazole- 
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EXAMPLE 


Substituted Amine (X) 




4^3TDoxaniiQe 


1,148 


N-{(lS,2R)-H3,5-^uorobenzyl)-3-[(3-ethylbenzyl)amino]-2- 

hydroxypropyl}-2-[^henylsulfonyl)ainino]-l,3-oxa2ole-4- 

carboxamide 


1,149 


N 1 -{(lS,2R>l<3,5^uorobenzyl>3-[(3-ethylbenzyl)amino]-2- 
nyuroxypropyi j ^H-nyoioxy-iN > in ■Kupropyiisopniiiajaiiuae 


1,150 


N-{(lS,2R>H3,5^uorobenzyl^ 

hydroxypropyl} -2-[methyl(methylsulfonyl)amino]- 1 ,3-oxazole-4- 
carboxamide 


1,151 


NM(lS2R)-M3»5^uoroben^ 
methoxybenzyl)arQino]propyl} -4-hydroxy-N^, N 3 - 
QipropyusopiiinaiainiQe 


1,152 


N-{(lS,2R)-H3,5^fluorobe^ 

iodobenzyl)aminoJpropyl}-2-[me^^ 1 
oxazole-4-carboxamide 


1,153 


N^ttlS^^-CS.S^fluoiobenzyO^-hydroxy-S-KS- 
iodoben2yl)amino]propyl}-4-hydroxy-N 3 , N 3 - 
Qipiupyusopnui ai arn loe 


1,154 


N-{(lS,2R>l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iodoben2yl)ammo]propyl}-2-[(me1hylsu^ 

H^dIUOAilIIllU.O 


1,155 


N-{(lS^R)-H3,5-dmuorobenzyl)-3-[(3-ethylbeir^ 
hydroxypropyl} -2-[(methylsulfonyl)amino]- 1 ,3-thiazole-4- 
carboxamide 



EXAMPLES 1,156-1,214 

Following the general procedure of CHART A and EXAMPLES 4-6, 321- 
327, 329-464, 466-527, 529-579, 597-619 and 633-708 and making non-critical 
5 variations, and using the appropriate amines (VICT) and amide forming agents (IX), 
the titled compounds are obtained. 



EXAMPLE 



Substituted Amine (X) 



MH+ 
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EXAMPLE 


Substituted Amine (X) 


MH+- 


1,156 


N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
memoxybenzyl)amiao]propyl} -3-methyl-5- 
[propionyl(propyl)amino]benzamide 


532.5 


1,157 


N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybeiL^l)amiiio]propyl}-l-butyl-lH-indole-5- 
carboxamide 


Anal. 
Found: 
C = 
73.58; 
H = 
7.44; 
N = 
8.24. 


1,159 


N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
memoxybenzyl)anuno]propyl}-3-[bu1yl(propi(myl)amino]- 
5-methylbenzamide 


546.3 


1,160 


N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
memoxybenzyl)aniino]propyI}-4-methyl-l-propyl-lH- 
indole-6-carboxamide 


500.3 


1,161 


N-{(lS,2R)-l-beuzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} - 1 -(1 -propylbutyl)- 1H- 
indole-6-carboxamide 


542.2 


1,162 


N 1 K(lS^R>l-ben^l-2-hydTOxy-3-{[(2-oxo-2,3-duiydro- 

l,3-benzoxazol-6-yl)methyl]amino}propyl)-5-methyl- 

N 3 J>I 3 -dipropylisophthalamide 


573.3 


1,163 


N'-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylbeixzyl)anuno]-2-hydiDxypropyl}-N 3 ^ 3 -dipropyl-5- 

{[(trifluorometiiy])sulfonyl]amino}isophthalaniide 


713.0 


1,164 


3-[({(lS^R>l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} amino)carbonyl]-5- 
[(dipropylamino)caibonyl]benzoic acid 


576.1 


1,165 


N J -{(lS^R)-l-(3,5-difluoiobenzyl>3-[(3- 
emylben2yl)amino]-2-hydroxypropyl}-N 3 ^ 3 -dipropyl-5- 
prop-1 -ynylisophtbalamide 


604.4 
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EXAMPLE 


Substituted Amine (X) 


MH+ 


1,166 


N-{(lS,2R)-l-ben2yl-2-hydToxy-3-[(3- 
methoxybenzyl)amino]propyl} -2- 
(mpropylanmio)isonicotiiiamide 


HRMS 

505.31 
76 


1,167 


^-{(lS^HS.S-difluorobenzyO-S-KS- 

emyIbenzyl)amino]-2-hydroxypTopyl}-5- 

[(metbylsulfonyl)ammo]-N 3 ^ 3 -dipropyHsophmalainide 




1,168 


NM(lS,2R>H3,5^uorobenzyl)-3-[(3- 
emylbenzyl)amino]-2-hydroxypropyl} - 5- 
r(emylsulfonyl)ammo]-N 3 ^ 3 -dipropylisophthalamide 




1,169 


N l -{(lS^R>H3,5-difluorobenzyl>3-[(3- 
ethylbenzyi)air^ 

[(propylsulfonyl)amino]isophthalamide 




1,170 


N l -{(lS 3 2R>H3,5-difluorobenzyl)-3-[(3- 
ethylben2yl)ainino]-2-hydroxypropyl} -5- 
[(isopropylsulfonyl)ai^ 




1,171 


N 1 -{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylbeiizyl)aimno]-2-hydroxyp : ropyl}-5- 

[(isobu1ylsulfonyl)anuno]-N 3 ,N 3 -d^ropyUsophtbalamide 




1,172 


N l -{(lS,2R)-l-(3,5-difluorobenzyr)-3-[(3- 

ethylbenzyl)ammo]-2-hyd^xypropyl}-N 3 ^ 3 -dipropyi-5- 

[(tbien-2-ylsultoyl)amino]isophthalamide 




1,173 


N l -{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 
emyIbenzyl)amino]-2-hydroxypropyl} -5-[(2- 
raiyIsulfonyl)amko]-N 3 ^ 3 -dipropylisophtlidainide 




1,174 


^-{(lS^Ry-i-CS^-difluorobenzyiy-S-lCS- 

emyIbenzyl)anmio]-2-hydroxypropyl}TN 3 ^ 3 -dipropyl-5- 

[(l,3-tbia2»l-5-ylsulfony])amino]isophthalamide 




1,175 


N l -{(lS^R)-K3,5-difluorobenzyl)-3-[(3- 

emylben2yl)amino]-2-hydioxypropyl}-5-[(l,3-oxazol-5- 

ylsulfonyl)ammo]-N 3 ^ 3 Kupiopylisophthalamide 




1,176 


N'-{(lS^R)-H3,5-difluorobenzyl)-3-[(3- 
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EXAMPLE 


Substituted Amine (X) 


MH+ 




ethyIbenzyl)ammo]-2^ 
ylsulfonyl)amino]-N 3 ,N 3 ^^ 




1,177 


N'-^lS^l-CS^-difluorobenzy^-S-KS- 
ethylbenzyl)amino]-2-hydroxypropyl} -N 3 ,N 3 -dipropyl-5- 
[(1 ,3-thiazol^ylsulfonyl)amino]isophthalamide 




1,178 


N l -{(lS^R)-H3,5-difluorobenzyl>3-[(3- 
ethylben2yl)ammo]-2-hydroxypropyl} -5- {[(1-methyHH- 
hnidazoI^yQsulfonyljaminoj-N 3 ^! 3 - 
dipropylisophthalamide 




1,179 


N^IClS^R^l^S^-difluorobenzyl)^:^- 
ethylbenzyl)amino]-2-hydroxypropyl} -5- 
[(phenylsuIfonyl)amino]-N^ 




1,180 


5- {[(5K;yanopyridin-2-yl)siilfonyi]aiim 
(3,5^iifluorobenzyl)-3-[(3^ylbeiizyl)amiiio]-2- 
hydroxypropyl} -N 3 ,N 3 -dipropylisophthalamide 




1,181 

- 


N l -{(lS,2R)-l<3,5-dauorobenzyl>3-[(3- 
ethylbenzyl)amino]-2-bydroxypropyl} -N 3 ,N 3 -dipropyl-5- 
({[5-(trifluoromethyl)pyridin-2- . 
yl]sulfonyl} amino)isophthalainide 




1,182 


N-{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylbenzyl)ammo]-2-hydroxypropyl}-3-{[(l-methyl-lH- 

raiidazol^yl)sulfonyl]ai^ 




1,183 


N-{(lS^R>l<3,5-difluorobenzyl>3"[(3- 
ethylbenzyl)amino]-2-hydroxypn>pyl}-3-({[5- 
(trifluoromethyl)pyridin-2-yl]sulfonyl} amino)benzamide 




1,184 


3-{[(5.«^opyridin-2-y^ 

(3,5-di£tooroben2yl>3-[(3^thylben2yl)airdno 

hydroxypropyl}benzamide 




1,185 


N-{(lS^R)-l-(3,5-difluoit)benzyl)-3-[(3- 
ethyIbenzyl)amino]-2-hydroxypropyl} -3- 
[(jphOTylsadfonyl)amino]benzamide 




1,186 


N-{(lS^R)-H3,5-difluorobenzyl>3-[(3- 
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EXAMPLE 


Substituted Amine (X) 


MH+ 




ethylbenzyl)amino]-2-hydroxypropyl}-3- 
[(methylsulfonyl)ainino]benzainide 




1,187 


N- {(lS^R>H3,5-difluorobenzyl>3-[(3- 
etfaylbenzyl)amino]-2-hydroxypropyl} -3- 
[(ethylsulfonyl)amko]benzamide 




1,188 


N-{(lS,m>l<3,5^1ifluorob€3izyl).3-[(3- 
ethylbenzyl)amino]-2-hydroxypropyl}-3- 
[(propylsulfonyl)ainino]benzamide 




1,189 


N-{(lS,2R>H3,5-difluoiobenzyl)-3-[(3- 
etiylbenzyI)amiiio]-2-hydroxypropyl} -3- 
[(isobutylsiilfonyl)aiiiino]beiiza2iiide 




1,190 


N-KlS^HS^-difluorobenzy^-KS- 
ethylben2yl)amino]-2-hydroxypropyl}-3- 
[(isopropylsulfonyl)amino]benzamide 




1,191 


N-{(lS,2R)-l-(3,5-difluorobenzyl>3-[(3- 
ethylbenzyl)ainino]-2-hydroxypropyl} -3- {[(1 r- , 
ethylpix>pyl)sulfonyl]amino}benzamide 


r^vl- ■■■ . 


1,192 


3-[(cyclohexylsulfonyl)amino]-N-{(lS,2R)-l-(3,5' 

(Muoroben2y])-3-[(3^thylbenzyl)amino]-2- 

hydroxypropyl}benzamide 




1,193 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
e1hyIbenzyl)amino]-2-liydro>cypropyl} -3- {[(1 - 
propylbutyl)sulfonyl]ainino}benzamide 




1,194 


N- {(lS^R>H3,5-difluoiobenzyl)-3-[(3- 
ethylben2yl)amiiio]-2-hydroxypropyl} -3-[(tbien-2- 
ylsulfonyl)amino]benzamide 
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EXAMPLE 


Substituted Amine (X) 


MH+ 


1 195 


IN \\ A A ^^«7 9 •/ "All 1 1 UU1 V/ U vJUZrJf 1^*-? L\"^ 

ethyIben2y])aiiiino]-2-bydroxypropyl} -3-[(2- 
furylsulfonyl)amino]benzamide 






ethylben2yl)anunoJ-2-hy<to^ 
ylsiilfonyl)amino]benzamide 




1 1Q7 


ethylbenzyl)amino]-2-hydroxypropyl}-3-[(isoxazol-3- 
ylsulfonyl)ainino]beiizamide 




1 198 

1,170 


ethylbeiizyl)aiiiino]-2-hydroxypropyl}-3-[(3- 
fiiiy!sidfonyl)amiQo]benzamide 




1 199 


ethylbenzyl)amino]-2-hy(iro 
ylsulfonyl)amino]benzamide 




i ?nn 


in~ \\ i D^Jxj** i , J -vim uu ru u cuzy 1 J"j - [\j 
e1hylbeii2yl)amino]-2-hydroxypropyl} -3-[(l ,3-thiazol-4- 
ylsuIfonyl)amino]ben2aniide 




1 901 


ethylbenzyl)amino]-2-hydroxypropyl} -3-[(l ,3-thiazol-5- 
ylsulfonyl)amino]benzamide 






ethylbeiizyl)aitimo]-^^ 
ylsulfonyl)amino]benza3iiide 




1,203 


N i -[(lS,2R)-1^3,5-difluorobeiizyl)-2-hydix)xy-3 
(isopentyla^^ 

{[(trifluoromethyl)sulfonyl]amino}isophthalarnide 
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EXAMPLE 


Substituted Amine (X) 


MH+ 


1,204 


N , -[(lS,2R)-3-amino-l-(3,5-difluorobenzyl)-2- 

hydroxypropyl]-N 3 ^f 3 -dipropyl-5- 

{[(trifluoromethyOsulfonyl]anuno}isq)huialanu 




1,205 


N i -[(lS,2R)-3-amino-l-(3,5-di£luoroben2yl)-2- 

hydro7^ropyl]-5-[(met3iylsulfonyl)amino]-N 3 ^ 3 - 

dipropylisophthalamide 




1,206 


N'-[(lS^R)-l-(3,5-difluorobenzyl>2-liydroxy-3- 

(isopentylammo)propyl]-5-[(metbylsulfonyl)ainino]- 

N 3 ,N 3 -dipropyUsophthaIamide 




1,207 


N 1 -(tert-butyl>N i -{(lS,2R)-l-(3 ) 5-difluoroben2yl)-3-[(3- 
ethyIbemzyl)ammoJ-2-hydroxypropyl}isophthalamide 




1,208 


N^tert-butyl^-KlS^HS.S-difluorobenzyl^-lCa- 

ethylben2yl)ainino]-2-hy(iroxypropyl}-5- 

methyhsophthalamide 




1,209 


S-biomo-N^Ctert-butylJ-N^^ClS^RJ-l-CS^- 
difluorobenzyl)-3-[(3^thylbeiizyl)araino]-2- 
hydroxypropyl}isophthalamide 




1,210 ; 


3-tert-butoxy-N-{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 
e&yIbeiizyl)aiimio]-2-hydroxypropyl}benzainide 




1,211 


3-tert-butoxy-N-{(lS,2R)-l-(3,5-difluoroben2yl)-3-[(3- 
ethylbeai2yl)aiiimo]-2-hydroxypropyl}-5-methylben2amde 




1,212 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyI)amino]-2-hydroxypropyl}-3- 
{[(txifluoromethyl)sulfonyl]ammo}beiizamide 
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EXAMPLE 


Substituted Amine (X) 


MH+ 


1,213 


N- {(1 S^R)-l-(3,5-difluorobenzyl)-3-[(3- 
emyIbenzyl)amino]-2-hydroxypropyl} -3- 
(trifluoromemoxy)benzamide 




1214 


N- f (lS^RV W3.5-difluorobenzvlV3-r(3- 

ethylbenzyl)aiiiino]-2-hydroxypropyl}-3-methy 

(triflru>rometlioxy)benzamide 




EXAMPLES 1,215-1,259 

FoUowing the general procedure of CHART A and EXAMPLES 4-6, 321- 
327, 329-464, 466-527, 529-579, 597-619 and 633-708 and making non-critical 
variations, and using the appropriate amines (VIII) and amide forming agents (IX), 
the titled compounds are obtained. 


EXAMPLE 


Substituted Amine (X) 


[M+H]+ 


1,215 


N-tflS^RH^S-difluorobe 
iodobenzyl)amino]propyl } -2-hydroxy-2-(4- 
methylphenyl)acetamide 


581.4 


1,216... 


Nl-{(lS,2R>lK3,5rdifluoroben2yl)-2-hy<lro 
iodobeiizyl)aniino]propyl} -4-hydroxy-N3- 
methyUsophtlialamide 


610.4 . 


1,217 


N-{(lS,2R)-l-(3,5^uorobeiizyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -2-hydroxy-2-(4-methoxy-3- 
nitrophenyl)acetamide 


642.4 


1,218 


5-(aminosulfony^ 

hydroxy-3-[(3-iodobenzyl)amino]propyl}-2- 
methoxybenzamide 


646.5 


1,219 


N-{(lS,2RH<3,5^uorobenzy^ 
iodobenzyl)amino]propyl } ^hydroxy-3-(pyrrolidin- 1- 
ylcait>onyl)benzamide 


650.5 


1,220 


N-{(lS^R>H3,5-^uorobenzyl>2-hydroxy-3-[(3- 

iodobenzyl)amino]propyl}-2-[^ 

l,3-oxazole-4-carboxamide 


621.4 
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EXAMPLE 


Snboti tilted Amine OO 


J_lVx » x xj i 


1,221 


N^lS£RH^3,5^ifl^ 

methoxybenzy])aiBino]propy]} -5-(3,5-dimethylisoxazol- 

Til Xi jX ^ mpjl "rj fry AX - * J 1 1 111 VJ-V 


663.4 


1222 


N^lS£RH^3,5Kimuoi^ 
meflioxybeiizyI)amino]propyl} -N 3 ^ 3 ^propyl-5-(l,3- 
tfii azol-2- vlM sonbtbalam i de 

1 1 1 1 (if AJL x* jr x yi. JVJ^J 1 H.l 1*11 fill IHIv 


651.4 


U23 


3-(cyclohexylcarbonyl>N-{(lS^R>l-(3,5- 
difluorob enzyl) -2-hydroxy~3 -[(3 - 

m et h nyvh en 7vft am i n ft TniYvn vl 1-S -m etb vlb f*n 7.a irvi d p 


565.4 


1,224 


N l -{(lS£R>H3,5^iiI^ 
methoxybenzyl)amino]propyl} -5-methyl-N 3 - 
nro"ovlisonbthal ami de 


540.4 


1,225 


3-[cyclohexyl(hydroxy)methyl]-N-{(lS,2R)-.l-(3,5- 

difluorobenzyl>2-hydroxy-3-[(3- 

m ethoxvbenzvnaiTiinoTnrftn vl 1 -5-m efh v1b en7,ami d e 


567.4 


1,226 


N^(lS£R)-H3,5^uorobe^ 

ethylbenzyl)amino] -2-hydroxypropyl} -5~(4-methyl- 1,3- 

• . ..-t*. ... • . - . ... ■ . - 
oxazbl-2-vlVM N -dinronvHsonbthflJ amide 


647.5 


1,227 


NM(lS£RHK3>dmuorobe^ 
ethylbeii2yl)a2nino]-2-hydmxyprop 
diniionvlnvridine'-'^ 5-dicarboxamide 


567 


1,228 


N^aiS^RM-CS^-difluorobenzyO^-hydroxy-S-fKS- 
isobutyl- 1 ,2,4-oxadiazol -5-y0methyI]amino}propyl)-5- 
methvl-N N -dinnynvli^nhtbal amide 

1 1 IVII IT 1 X ^ mX ^ *i 1 1 1 r 1 Irl rj 1 1 in rlfiriifl lit 111 II 111 IN* 


600 


1,229 


N^{(lS^)-l-(3,5^fluorobenzyl>3-[(3- 
e&ynylben^l)amino]-2-hydroxypropyl} -N 5 ^N 5 - 
dmronvlovridiiie-3 5 -di c arboxam i d e 


563 


1,230 


N 3 -{(lS^)-H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

isopropylbenzyl)aminolpropyl}-N 5 ,^ 

3,5-dicarboxamide 


581 


1,231 


NH(lS,2R)-3-[(l-a£ety^^ 
difluorobenzyl)-2-hydroxypropyl]-5-me 


587 
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EXAMPLE 


Substituted Amine (X) 


[M+H]+ 




dipropylisopmhalamide 




1,232 


N l -{(lS^R)-l-(3,5-difluorobeiizyl)-2-hydroxy-3-[(3- 
pent-l-ynylbenzyl)ainiiio]propyl} -5-methyl-N 3 ,N 3 - 
dipropylisophuialamide 


618 


1,233 


N l -((lS,2R)-l-(3,5-di£Iuoiobenzyl)-2-hydroxy-3-{[3-(4- 

hy<froxybut-l-ynyl)benzyl]amino}propyl)-5-methyl- 

N 3 ^J 3 -dipropylisophthalamide 


620 


1,234 


l-{3-[({(lS^R)-l-(3,5-difluon)benzyl)-3-[(3- 
ethyIbeii2yl)ammo]-2-hydroxypropyl}amino)carbonyl]-5- 
methylbenzoyl} -L-proIinamide 


593 


1,235 


N'-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

euiylbenzyl)ammo]-2-hydroxypropyl}-N 3 -isopropyl-5- 

methyksophthalamide 


538 


1,236 


N'-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylben2yl)aiiiino]-2-hydroxypropyl}-N 3 -ethyl--N 3 ,5- 

dimethylisophthalamide 


538 


1,237 


N'-{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbeaj^l)ammo]-2-hydrpxy^^ 
prDp-2-ynylisophthalamide - , . 1 . . 


548 


1,238 


N l -{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 

etbylben2yl)anuno]-2-hydroxypropyl}-N 3 -isobutyl-5- 

methylisophthalamide 


552 


1,239 


N l -(sec-butyl)-N J -{(lS,2R)-l-(3,5-difluoioben2yl)-3-[(3- 
ethylbenzyl)amino]-2-hydroxypropyl} -5- 
methylisophlhalamide 


552 


1,240 


N'-butyl-N J -{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyl)aimno]-2-hydroxypiopyl} -5- 
methylisophthalamide 


552 


1,241 


N l -{(lS^R)-l-(3,5-difluorobeDzyl)-3-[(3- 
ethyIbenzyl)airdno]-2-liydroxypropyl} -N ,N -diethyl-5- 
methybsophthalamide 


552 


1,242 


N l -{(lS^R>l-(3,5-difluorobenzyl>3-[(3- 


552 
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EXAMPLE 


Substituted Amine (X) 


[M+H]+ 




ethylbenzyOaminol^-hyehoxjpropyll-N^S-dimetiiyl-N 3 - 
propylisophthalamide 




1,243 


N'-{(lS^R>l-(3,5-difluorobenzyI)-3-[(3- 
emylbenzyI)amino]-2-hydroxypropyl}-N 3 -isopropyl-N 3 ,5- 
dimethvlisoDhtha] amide 

\mm IUVUAT lltfVI/l 1 mm 1 MkEWW III \IV 


552 


1,244 


N^utyl^-iClS^^-HS^-d^uorobenzyO-S-KS- 

efhylbenzyl)amino]-2-hydroxypiDpyl}-N ! ,5- 

diiiiethylisophtlialaniide 


566 


1,245 


N^KlS^l-Ca^-difluorobenzyQ-S-KS- 
et3iylbenzyl)amino]-2-hydroxypropyl} -N 3 -isobutyl-N 3 ,5- 
dirnethvHsoDhthalairiide 


566 


1,246 


N 1 ~{(lS,2R)-l-(3,5-difluoroben2yl)-3--[(3- 
efhylbenzyl)ainiiio]-2-hydroxypropyl} -N 3 -ethyl-5-methyl- 
N 3 -propylisophthalamide 


566 


1,247 


N l -{(lS^R>l-(3,5-<iifluorobenzyI)-3-[(3- 
ethylbenzyl)amino]-2-hydroxypropyl}-N 3 ^thyl-N^ ; 
isoDroDvl^5-methvlisot)hthal2iiiide 


566 


1,248 


N\N'KBaUyl-NM(lS,2RH^ 
efliylbenzyl)aniino ]-24iydroxypropyl}-5- 

methvlisot)hthalamide 


576 


1,249 


3-{azepan-l-ylcarbonyl>N-{(lS^R)-l-(3,5- 
difluorobenzyl)-3-[(3^thylbenzyl)aniino]--2- 
hvdroxvDroo vl 1 -5-methvlbenzamide 


578 


1,250 


N-{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 
e1hyIbenzyl)aiiiino]-2-bydroxypropyl}-3- [(4- 
hydroxypiperidin- l-yl)carbonyl]-5-methylbeiizacaide 


580 


1,251 


N-{(lS^R)-l-{3,5-difluorobenzyl)-3-[(3- 
emylbenzyl)amino]-2-hydroxypropyl} -3-[(3- 
hydroxypiperidin- 1 -yl)carbonyl]-5 -metbylbenzamide 


580 


1,252 


N'-{(lS^R>l-(3,5-difluorobenzyl)-3-[(3- 

e1hyIbenzyl)amino]-2-hydroxypropyl}-N 3 ,N 3 -diisopropyl- 

5-methylisophthalamide 


580 
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EXAMPLE 


Substituted Amine (X) 


[M+H]+ 


1,253 


N , -butyl-N i -{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylbenzylJanuno^-hydroxypropylJ-N'-ethyl-S- 

methylisophthalamide 


580 


1,254 


N'-(cyclopropylmethyI)-N J -{(lS^R)-l-(3,5- 
difluorobenzyl)-3-[(3-ethylbenzyl)amino]-2- 
hydroxypropyll-S-methyl-N'-propylisophthalamide 


592 


1,255 


!-{3-[({(lS,2R)-l-{3 > 5-difluorobenzyl>3-[(3- 
ethyIben2yl)ainmo]-2-hydroxypropyl}amrno)carbonyl]-5- 
methylbenzoyl} -D-prolinamide 


593 


1,256 


N l -cyclohexyl-N J -{(lS^R)-l-(3,5-difluorobenzyl)-3-[(3- 

ethylbenzylJaminol^-hydroxypropylJ-N 1 ^- 

dimethylisophthalamide 


592 


1,257 


N'-((lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[l-(3- 

memylphenyl)cyclopropyl]ainino}propyl)-5-methyl- 

N 3 J^ 3 -dipropylisophthalamide 


592 


1,258 


NM(lS^R>l-(3,5-difluorobeQzyl)-2-hydroxy-3-(l,2,3,4- 

tetrahydion£^htJialen-l-ylaiiiino)propyl]-N 5 ^I 5 - 

diisopropyIpyridine-3,5-dicarboxamide 


579 


1,259 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyl) amino]-2-hydroxypropyl} -3- 
{ [(trifluoromethyl)sulfonyl]amino} benzamide 


586.1 
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CHART A 



H,N COOH 



PROTECTING GROUP — HN COOH 

CH 



O 
ii 



PROTECTING GROUP— HN^ y C \^ / X 1 

^Ra 



Rl 



OH 



Ri 



R 2 R 3 



(I) 



(II) 



X c^ ^c^ <™> 



PROTECTING GROUP — HN. y C \ / X ' 

\ r / \/ (IV) 
CH C 



/\ 

PROTECTING GROUP— HN^ y c 7 C V 

X CH^ R^N, M 



15 
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CHART A -Continued 



PROTECTING GROUP — HN c : C 



Rc-NH 2 (VI) 



10 



4- 

OH 

PROTECTING GROUP— HN CH NH 

Ri R2 R3 

i 

OH 

H 2 N, ,6h ,NH 



(VII) 



V N/ X ,VI "> 

! /\ 

R1 R2 R3 
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CHART A - Continued 



PCTAJS01/21012 



OH 



H,N V CH NH 
R2 R3 



(VIII) 



(R N . 1 -X M -) 2 0 or R N . r X N -X 2 or R^-Xn-OH 



(IX) 



OH 



N .CH .NH 

1 /\ 

R1 R2 R3 



(X) 



10 
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CHART B 



O 

.C. Sa 



PROTECTING GROUP — HN V 

' (III) 
CH 2 



I 



O 

PROTECTING GROUP — HN A ,NH 



NaT N (X " 



10 



/\ 

R-l R2 R3 



I 

l 

OH 



Rc 



PROTECTING GROUP— HN V CH MH 

V y( N, m 

R-i R2 ^3 



15 
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CHART C 

O 

/\ 

PROTECTING GROUP — HN x c / C v. 

C(T R 2 / X R 3 W 

5 I 

4 



OH 

PROTECTING GROUP — HN V 6h N, 

I /\ 

Rl Rj R3 



10 



15 



I 

I 

I 

OH 

PROTECTING GROUP — HN. .CH NH . 



! /\ 

Rl ^2 ^3 



OH 



PROTECTING GROUP — HN. X CH .NH 

I / \ 
R^ R2 R3 



20 
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CHART D 



OH 



PROTECTING GROUP — HN. £H N 3 

! /\ 

R2 R3 



10 



15 



OH 



NH 2 6h n 3 

Nff V (X,V) 

! /\ 

Rj R2 R3 
OH 



R t R 2 



OH 



! 2 R a 



Rn NH NH 



ffV'' 2 . < xv,) 
1 /\ 

R-j R2 R3 



1 

20 1 



OH 



6h NH 

i /\ 

R1 ^2 ^3 



(XV) 



(X) 



315 
CHART E 



PCT/US01/21012 



Xk. 




(XVIi) 



, ^.OR,^ HO. A>A .OFVa ?N-b 
(XVIII) O - & ^ 6' ^ 



•i „„„ ii 

O (XX) 0 



RNa%ipN-C' 

0 




(XXI) 



0 
II 



o 




OR^ 



(XXII) 



o 
II 



O 




(IX -XXIII) 
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CHART F 



PCT/US01/21012 



RN-aO_ 




OR N -a 



(XXIV) 



O— S0 2 -CF 3 




(XXV) 



O 
II 



%a%|}N-C 



%*o— C 




ORN-a 



(XXVI) 



O 



HO. 




(XXVH) 



O 
II 



RitoRNpN-C 



RNa%pN-C 




(XXII) 
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CHART G 
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(XXVIII) 



(XXIX) 



(XXX) 



(XXI) 
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CHART H 



PCT/US01/21012 



o 




ORn* 



(XXI) 



I 

i 



C=N 




N-a 



(XXXII) 



10 



I 

4 



R^RNpN-C 
O 



C — NH 2 




0 R N-a 



(XXXIII) 



15 



I 



S C — NH 2 



O 




(IX-XX1II) 



20 
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CHART I 
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OH 



PROTECTING GROUP— HN OH NH 

I /\ 

Rl R2 R3 



OH 



I Rc 
PROTECTING GROUP — HhT ,CH / " 



\ c ^\ (XXXIV) 
I / \ PROTECTING GROUP 
R.j R2 R3 



10 



OH 



PROTECTING GROUP 

/ 



•V^ .CH N 

\(T N/ \, (xxxv) 
f /\ 

Ri R2 R3 

+ 

CV)2° or RN-X2 or Rn-OH (IX) 
I 

f H PROTECTING GROUP 

Rn— nh 6h N 

! /\ 

Ri R2 R3 
OH 



Rn— NH 6h NH 

I /\ 

R1 R2 R3 



15 



320 
CHART J 



PCT/US01/21012 




(XXI) 



o 




(XXXVII) 



o 




(XXXVIII) 




(IX -XXXIX) 
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CHART K 



5 




AlkyI 



RNaFNpN— C 
O 




^OH 



(IX-XLI) 



10 



15 



20 



25 
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CHART L 



PCT/US01/21012 



COOH 




O — (ALKYL or BENZYL) 



(XLII) 



I 



^ ^O— (ALKYL or BENZYL) 

n 
0 

I 

4 



(XLIII) 



j^JL /O— -(ALKYL or BENZYL) 



(XLIV) 




O— (ALKYL or BENZYL) 



(XLV) 



|( y O— (ALKYL or BENZYL) 

ft 
O 



(XLV1) 



alkyl 
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CHART L - Continued 





OH 



NH 



CH c Rc 

I A 



(X) 



I 




PtOHO-RN^,.^ 
OH 



NH 



CH NH 

CH c Rc 

A 

I R 2 R 3 



(X) 
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CHART M 



o 




ORN-a 



(XLVIII) 



0 



?N-aiyl or f^hetoaryl 




(XLIX) 



10 



O 



Rt^aiyl or R N-hetoaryl 




•OH 



(IX -L) 



15 
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CHART N 






(XXI) 



(LI) 



(IX - HI) 
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CHART O 



PCT/US01/21012 



C,-C 4 alky)- 



ii 
O 



COOH 




,0—0,-04 aIk y | 



(Llll) 



0,-04 alkyl- 




OH 



,0— C r C4 alkyl 



(LIV) 



10 



Br 



0,-04 alkyl O J*jL^O-CvC 4 alkyl 



(LV) 



15 



C r C 4 alkyl- 



/ 
CH 2 




,0— 0,-04 afkyl 



(LVI) 



20 
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15 




O— C r C 4 alkyl 



(LVII) 



CHART O - Continued 
I 

i 



CO-NH 2 




0—0,-04 alkyl 



(LVIIl) 



10 



I 



^Jo^pN 0 



CO T NH, 




0—0,-04 alkyl 



(UX) 



KNa^NpN 0 




(IX -LX) 



20 
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CHART O - continued 
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329 
CHART P 



RwaRNpN— C 
O 



halogen 




,0— alkyl 



(LXIV) 



RNaRNpN— C 

o 



CHO 




,0— alkyl 



(LXV) 




O— Cj-C 4 alkyl 



(LXVI) 



15 



I 

4 



CH 2 



OH 



R*,a%pN— C 
O 




11 
O 



(IX-LXVII) 



20 
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CHART R 
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(IX-LXXVII) 



(IX-LXXVII') 
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CHARTS 

OH 



H 



(vn) 



Br 



H 

RN-ary! 



OH 



.CH 



H 




A ^ 

R 2 R 3 ^N-Br-R^^ypX^) 



OH 



H = HN Rc 

Ri R 2 



(X, 



QH 

H I HN Rc 

n - I / R 3 

r^N-heteroaryl ^ R 2 

(x, 

Rn =R N-heteroaiyl- R N-aryl- X N) 
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CHART T 




(XXXI) 
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BIOLOGICAL EXAMPLES 



Example A 
5 Enzyme Inhibition Assay 



The compounds of the invention are analyzed for inhibitory activity by use 
of the MBP-C125 assay. This assay determines the relative inhibition of beta- 
secretase cleavage of a model APP substrate, MBP-C125SW, by the compounds 

10 assayed as compared with an untreated control. A detailed description of the assay 
parameters can be found, for example, in U.S. Patent No. 5,942,400. Briefly, the 
substrate is a fusion peptide formed of maltose binding protein (MBP) and the 
carboxy terminal 125 amino acids of APP-SW, the Swedish mutation. The beta- 
secretase enzyme is derived from human brain tissue as described in Sinha etal, 

1 5 1999, Nature 40:537-540) or Tecombinantly produced as the full-length enzyme 
(amino acids 1-501), and can be prepared, for example, from 293 cells expressing 
the recombinant cDNA, as described in WO00/476 18. 

Inhibition of the enzyme is analyzed, for example, by immunoassay of the 
enzyme's cleavage products. One exemplary ELISA uses an anti-MBP capture 

20 antibody that is deposited on precoated and blocked 96-well high binding plates, 
followed by incubation with diluted enzyme reaction supernatant, incubation with a 
specific reporter antibody, for example, biotinylated anti-SW192 reporter antibody, 
and further incubation with streptavidin/alkaline phosphatase. In the assay, 
cleavage of the intact MBP-C125SW fusion protein results in the generation of a 

25 truncated ammo-terminal fragment, exposing a new SW-192 antibody-positive 
epitope at the carboxy terminus. Detection is effected by a fluorescent substrate 
signal on cleavage by the phosphatase. ELISA only detects cleavage following Leu 
596 at the substrate's APP-SW 751 mutation site. 



30 Specific Assay Procedure: 

Compounds are diluted in a 1:1 dilution series to a six-point concentration 

curve (two wells per concentration) in one 96-plate row per compound tested. Each 

of the test compounds is prepared in DMSO to make up a 10 millimolar stock 

solution. The stock solution is serially diluted in DMSO to obtain a final compound 
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concentration of 200 micromolar at the high point of a 6-point dilution curve. Ten 
(10) microliters of each dilution is added to each of two wells on row C of a 
corresponding V-bottom plate to which 190 microliters of 52 millimolar NaOAc, 
7.9% DMSO, pH 4.5 are pre-added. The NaOAc diluted compound plate is spun 
5 down to pellet precipitant and 20 microliters/well is transferred to a corresponding 
flat-bottom plate to which 30 microliters of ice-cold enzyme-substrate mixture (2.5 
microliters MBP-C125SW substrate, 0.03 microliters enzyme and 24.5 microliters 
ice cold 0.09% TX100 per 30 microliters) is added. The final reaction mixture of 
200 micromolar compound at the highest curve point is in 5% DMSO, 20 millimolar 

10 NaAc, 0.06% TX100, at pH 4.5. 

Wanning the plates to 37 degrees C starts the enzyme reaction. After 90 
minutes at 37 degrees C, 200 microliters/well cold specimen diluent is added to stop 
die reaction and 20 microliters/well is transferred to a corresponding anti-MBP 
antibody coated ELISA plate for capture, containing 80 microliters/well specimen 

15 diluent This reaction is incubated overnight at 4 degrees C and the ELISA is 
developed the next day after a 2 hours incubation with anti-192SW antibody, 
followed by Streptavidin-AP conjugate and fluorescent substrate. The signal is read . 
on a fluorescent plate reader. 

Relative compound inhibition potency is detennm^ by ^ 

20 concentration of compound that showed a fifty percent reduction in detected signal 
(IC50) compared to the enzyme reaction signal in the control wells with no added 
compound. In this assay, the compounds of the invention exhibited an IC50 of less 
than 50 micromolar. 

25 Example B 

Cell Free Inhibition Assay Utilizing a Synthetic APP Substrate 

A synthetic APP substrate that can be cleaved by beta-secretase and having 
N-terminal biotin and made fluorescent by the covalent attachment of Oregon green 
30 at the Cys residue is used to assay beta-secretase activity in the presence or absence 
of the inhibitory compounds of the invention. Useful substrates include the 
following: 



Biotin-SEVNL-DAEFRforegon green]KK 



[SEQIDNO: 1] 
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Biotin-SEVKM-DAEFR[oregon green]KK [SEQ ID NO: 2] 

Biotin<}IMKTEEISEISY-EVEFRC[oregon green]KK [SEQ ID NO: 3] 
Biotin-ADRGLTTRPGSGLTNIKTEEISEVNI^D AEF [oregon green]KK [SEQ ID 
NO:4] 

5 Biotin-FWQHLCoxGSHLVEALY-LVC^xGERGF^ green]KK 
[SEQ ID NO: 5] 

The enzyme (0.1 nanomolar) and test compounds (0.001 - 100 micromolar) 
are incubated in pre-blocked, low affinity, black plates (384 well) at 37 degrees C 
for 30 minutes. The reaction is initiated by addition of 1 50 millimolar substrate to a 

10 final volume of 30 microliter per weD. The final assay conditions are: 0.001 - 100 
micromolar compound inhibitor, 0.1 molar sodium acetate (pH 4.5); 150 nanomolar 
substrate; 0.1 nanomolar soluble beta-secretase; 0.001% Tween 20, and 2% DMSO. 
The assay mixture is incubated for 3 hours at 37 degrees C s and the reaction is 
terminated by the addition of a saturating concentration of immunopure streptavidin. 

1 5 After incubation with streptavidin at room temperature for 1 5 minutes, fluorescence 
polarization is measured, for example, using a LJL Acqurest (Ex485 nm/ Em530 
mn). The activity of the beta-secretase enzyme is detected by changes in the 
fluorescence polarization that occur when the substrate is cleaved by the enzyme. 
Incubation in the presence or absence of compound inhibitor demonstrates specific 

20 inhibition of beta-secretase enzymatic cleavage of its synthetic APP substrate. In this 
assay, compounds of the invention exhibited an IC50 of less than 50 micromolar. 

Example C 

Beta-secretase inhibition: P26-P4'SW assay 

25 

Synthetic substrates containing the beta-secretase cleavage site of APP are 
used to assay beta-secretase activity, using the methods described, for example, in 
published PCT application WO00/47618. The P26-P4 , SW substrate is a peptide of 
the sequence: (>iotm)CGGADRGLTTRPGSGL^ [SEQ ID 

30 NO: 6] 

The P26-P1 standard has the sequence: 

(biotm)CGGADRGLTTRPGS GLTNIKTEEISE VNL [SEQ ID NO: 7] 

Briefly, the biotin-coupled synthetic substrates are incubated at a 
concentration of from about 0 to about 200 micromolar in this assay. When testing 
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inhibitory compounds, a substrate concentration of about 1.0 micromolar is 

preferred Test compounds diluted in DMSO are added to the reaction mixture, with 

a final DMSO concentration of 5%. Controls also contain a final DMSO 

concentration of 5%. The concentration of beta secretase enzyme in the reaction is 
5 varied, to give product concentrations with the linear range of the ELISA assay, 

about 125 to 2000 picomolar, after dilution. 

The reaction mixture also includes 20 millimolar sodium acetate, pH 4.5, 

0.06% Triton X100, and is incubated at 37 degrees C for about 1 to 3 hours. 

Samples are then diluted in assay buffer (for example, 145.4 nanomolar sodium 
10 chloride, 9.5 1 millimolar sodium phosphate, 7.7 millimolar sodium azide, 0.05% 

Triton X405, 6g/liter bovine serum albumin, pH 7.4) to quench the reaction, then 

diluted further for immunoassay of the cleavage products. 

Cleavage products can be assayed by ELISA. Diluted samples and standards 

are incubated in assay plates coated with capture antibody, for example, SW192, for 
15 about 24 hours at 4 degrees C. After washing in TTBS buffer (1 50 millimolar 

sodium chloride, 25 millimolar Tris, 0.05% Tween 20, pH 7.5), the samples are 
incubated with strepavidin-AP according to the manufacturer's instructions. After a 

one hour incubation at room temperature, the samples are washed in TTBS and 
~ incubated with fluorescent substrate solution A (3 1 .2 g/liter 2-amino-2-metbyl- 1 - 
20 propanol, 30 mgfliter, pH 9.5). Reaction with streptavidin-alkaline phosphate 

permits detection by fluorescence. Compounds that are effective inhibitors of beta- 

secretase activity demonstrate reduced cleavage of the substrate as compared to a 

control. 

25 Example D 

Assays using Synthetic Oligopeptide-Substrates 

Synthetic oligopeptides are prepared that incorporate the known cleavage site 
of beta-secretase, and optionally detectable tags, such as fluorescent or 
30 chouromogenic moieties. Examples of such peptides, as well as their production 
and detection methods are described in U.S. Patent No: 5,942,400, herein 
incorporated by reference. Cleavage products can be detected using high 
performance liquid chromatography, or fluorescent or chromogenic detection 
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methods appropriate to the peptide to be detected, according to methods well known 
in the art 

By way of example, one such peptide has the sequence SEVNL-DAEF [SEQ ID 
NO: 8], and the cleavage site is between residues 5 and 6. Another preferred 
5 substrate has the sequence ADRGLTTRPGSGLTMKTEEISEVNL-DAEF [SEQ 
ID NO: 9], and the cleavage site is between residues 26 and 27. 

These synthetic APP substrates are incubated in the presence of beta- 
secretase under conditions sufficient to result in beta-secretase mediated cleavage of 
the substrate. Comparison of the cleavage results in the presence of the compound 
1 0 inhibitor to control results provides a measure of the compound's inhibitory activity. 

Example E 

Inhibition of beta-secretase activity - cellular assay 

15 An exemplary assay for the analysis of inhibition of beta-secretase activity 

utilizes the human embryonic kidney cell line HEKp293 (ATCC Accession No. 
CRL-1573) transfected with APP751 containing the naturally occurring double 
mutation Lys651Met52 to Asn651Leu652 (numbered for APP751), commonly 
\ . called the Swedish mutation and. shown to overproduce A beta (Citron etal., 1992, 

20 Nature 360:672-674), as described in USPN 5,604,102. 

The cells are incubated in the presence/absence of the inhibitory compound 
(diluted in DMSO) at the desired concentration, generally up to 10 micrograms/ml. 
At the end of the treatment period, conditioned media is analyzed for beta-secretase 
activity, for example, by analysis of cleavage fragments. A beta can be analyzed by 

25 immunoassay, using specific detection antibodies. The enzymatic activity is 
measured in the presence and absence of the compound inhibitors to demonstrate 
specific inhibition of beta-secretase mediated cleavage of APP substrate. 

Example F 

30 Inhibition of Beta-Secretase in Animal Models of AD 



Various animal models can be used to screen for inhibition of beta-secretase 
activity. Examples of animal models usefid in the invention include, but are not 
limited to, mouse, guinea pig, dog, and the like. The animals used can be wild type, 
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transgenic, or knockout models. In addition, mammalian models can express 
mutations in APP, such as APP695-S W and the like described herein. Examples of 
transgenic non-human mammalian models are described in U.S. Patent Nos. 
5,604,102, 5,912,410 and 5,81 1,633. 
5 PDAPP mice, prepared as described in Games et.al., 1 995, Nature 373 :523- 

527 are useful to analyze in vivo suppression of A beta release in the presence of 
putative inhibitory compounds. As described in USPN 6,191,166, 4 month old 
PDAPP mice are administered compound formulated in vehicle, such as corn oiL 
The mice are dosed with compound (1-30 mg/ml; preferably 1-10 mg/ml). After 

10 time, e.g., 3-10 hours, the animals are sacrificed, and brains removed for analysis. 

Transgenic animals are administered an amount of the compound inhibitor 
formulated in a carrier suitable for the chosen mode of administration. Control 
animals are untreated, treated with vehicle, or treated with an inactive compound. 
Administration can be acute, i.e., single dose or multiple doses in one day, or can be 

1 5 chronic, i.e., dosing is repeated daily for a period of days. Beginning at time 0, brain 
tissue or cerebral fluid is obtained from selected animals and analyzed for the 
presence of APP cleavage peptides, including A beta, for example, by immunoassay 
using specific antibodies for A beta detection. At the end of the test period, animals 
are sacrificed and brain tissue or cerebral fluid is analyzed for the presence of A beta 

20 and/or beta-amyloid plaques, the tissue is also analyzed for necrosis. 

Animals administered the compound inhibitors of the invention are expected 
to demonstrate reduced A beta in brain tissues or cerebral fluids and reduced beta 
amyloid plaques in brain tissue, as compared with non-treated controls. 

25 Example G 

Inhibition of A beta production in human patients 

Patients suffering from Alzheimer's Disease (AD) demonstrate an increased 
amount of A beta in the brain. AD patients are administered an amount of the 
30 compound inhibitor formulated in a carrier suitable for the chosen mode of 

administration. Administration is repeated daily for the duration of the test period 
Beginning on day 0, cognitive and memory tests are performed, for example, once 
per month. 
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Patients administered the compound inhibitors are expected to demonstrate 
slowing or stabilization of disease progression as analyzed by changes in one or 
more of the following disease parameters: A beta present in CSF or plasma; brain or 
hippocampal volume; A beta deposits in the brain; amyloid plaque in the brain; 
5 and scores for cognitive and memory function, as compared with control, non- 
treated patients. 

Example H 

Prevention of A beta production in patients at risk for AD 

10 

Patients predisposed or at risk for developing AD are identified either by 
recognition of a familial inheritance pattern, for example, presence of the Swedish 
Mutation, and/or by monitoring diagnostic parameters. Patients identified as 
predisposed or at risk for developing AD are administered an amount of the 

15 compound inhibitor formulated in a carrier suitable for die chosen modeof 

administration. Administration is repeated daily for the duration of the test period 
Beginning on day 0, cognitive and memory tests are performed, for exmple, once 
permonth. ~ 
„ . , . Patients administered the compound inhibitors are expected to demonstrate 

20 slowing or stabilization of disease progression as analyzed by changes in one or 

more of the following disease parameters: A beta present in CSF or plasma; brain or 
hippocampal volume; amyloid plaque in the brain; and scores for cognitive and 
memory function, as compared with control, non-treated patients. 

25 While this invention has been described with respect to various specific 

examples and embodiments, it is to be understood that the invention is not limited 
thereby and should only be construed by interpretation of the scope of the appended 
claims. 
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1. A substituted amine of formula (X) 



OH 



6h nh 

R<1 R2 R3 



(X) 



where Ri is: 

(I) C1-C6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, C1-C7 alkyl 

10 (optionally substituted with C1-C3 alkyl and C1-C3 alkoxy), -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi. a RiA> where Ri- a and Ru> are -H or Q-C 6 
alkyl, and -OOO NRi-aRi^ where Ri* and Rw> are as defined above, 

(II) -CH 2 -S(O) 0 .2-(CrC6 alkyl), 

(IE) -CH 2 -CH 2 -S(0)o-2-{CrC6 alkyl), 
. ,15 (IV) C2-C6 alkenyl with one or two double bonds, optio^ly. . 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi-aRi-b where Ri_a and Ri* are 
-H or Ci-C 6 alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted 
20 with one, two or three substituents selected from the group consisting of -F, -CI, - 

OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi-aRi-b where Ri-a and Ri* are -H or 
Ci-C 6 alkyl, 

(VI) -(CH 2 )ni-(Rt-aryi) where ni is zero or one and where R^ is 
phenyl, 1-naphthyl, 2-naphthyl and indanyl, indenyl, dihydronaphthalyl, or tetcalinyl 

25 optionally substituted with one, two, three, or four of the following substituents on 
the aryl ring: 

(A) Ci-Ce alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, and -NRiJtu, where Ri* and Ri_b axe as defined above, -ON, -CF 3 , C1-C3 
30 alkoxy, 
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(B) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substitueats selected from the group consisting of 
-F, <% -OH, -SH, -ON, -C!F3, C1-C3 alkoxy, and -NRi-aRi-b whore Ri-a and Ri- b are 
-H or d-Q, alkyl, 

5 (Q C2-Q alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NR^Ri-b where and Ri- b are 
-HorCi-C 6 aIkyl, 

(D)-F,Cl,-Bror-I, 

10 (F) -Ci-C$ alkoxy optionally substituted with one, two, or 

three of: -F, 

(G) -NRn-2Rn-3 where Rn-2 and Rn-3 are as defined below, 

(H) -OH, 

CD -on, 

15 (J) €3^/7 cycloalkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, and -NRi^Ri^, where Ri* and Ri-b are -H or Ci-Qs alkyl, 
(K)-CO-(Ci-C4alkyl), 

(L) -SCb-NRi-aRi-b where Ri^ and Rw> are as defined above, 
20 (M) -CO-NRi^Ri-b where Ri-a and Ri-b are as defined above, 

or 

(N) -S02-(Ci-C 4 alkyl), 
(VII) -(CH 2 )ni-(Ri-hetoDaryi) where ni is as defined above and where 
Ri-hctcroaiy] is selected from the group consisting of: 
25 pyridinyl, 

pyrimidinyl, 
quinolinyl, 
benzothienyl, 
indolyl, 

30 indolinyl, 

pryidazinyl, 
pyrazinyl, 
isoindolyl, 
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isoquinolyl, 

quinazolinyl, 

quinoxalinyl, 

phthalaziiiyl, 

imidazolyl, 

isoxazolyl, 

pyrazolyl, 

oxazolyl, 

thiazolyl, 

indolizinyl, 

indazolyl, 

benzothiazolyl, 

benzimidazolyl, 

benzofuranyl, 

fiiranyl, 

thienyl, 

pyrrolyl, 

oxadiazolyl, 

thiadiazolyl, 

triazolyl, 

tetrazolyl, 

oxazolopyridinyl, 

iroidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

ciimolinyl, 

caibazolyl, 

beta-carbolinyl, 

isochromanyl, 

chromanyl, 

tetrahydroisoquinolinyl, 
isomdolinyl, 

isobcnzotetrahydrofiiranyl, 
isobenzotetrahydrothienyl, 
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isobenzothienyl, 

benzoxazolyl, 

pyridopyridinyl, 

beaizotetrahydrofuranyl, 
5 benzotelrahydrothienyl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazinyl, 
10 phenothiazinyl, 

pteridinyl, 

benzothiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 
15 dihydrobenzisoxazinyl, 

benzisoxazinyl, 

benzoxazinyl, 

dihydrobenzisothiazinyl, 

benzopyranyl, 
20 benzothiopyranyl, 

coumarinyl, 

isocoumarinyl, 

chromonyl, 

chromanonyl, and 
25 pyridinyl-N-oxide 

tetrahydroquinolinyl 

dihydroquinolinyl 

dihydroquinolinonyl 

dihydroisoquinolinonyl 
30 dihydrocoumarmyl 

dihydroisocoumarinyl 

isomdolinonyl 

benzodioxanyl 

benzoxazolinonyl 
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pynolyl N-oxide, 

pyrimidinyl N-oxide, 

pyridazinyl N-oxide, 

pyrazinyl N-oxide, 
5 quinolinyl N-oxide, 

indolyl N-oxide, 

indolinyl N-oxide, 

isoquinolyl N-oxide, 

quinazolinyl N-oxide, 
10 quinoxalinyl N-oxide, 

phthalazinyl N-oxide, 

imidazolyl N-oxide, 

isoxazolyl N-oxide, 

oxazolyl N-oxide, 
15 thiazolyl N-oxide, 

indolizmyl N-oxide, 

indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benziinidazolyl N-oxide, 
20 pynolyl N-oxide, 

oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 
25 benzothiopyranyl S-oxide, 

benzothiopyranyl S,S-dioxide, 

where the Ri-hetcroaiyi group is bonded to -(CE^r by any ring 
atom of the parent Ri^ctcroaryi group substituted by hydrogen such that the new bond 
to the Ri-heteroaryi group replaces the hydrogen atom and its bond, where heteroaiyl is 
30 optionally substituted with one, two, three, or four: 

(1) Ci-Q alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
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-SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi-aRi* where Ri-a and R^, are as defined 
above, 

(2) C2-Q alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 

5 -F, -CI, -OH, -SH, -ON, -CF3, C1-C3 alkoxy, and -NRi-aRi* where Ri* and R^ are 
-HorCi-C 6 alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi Jin, where Ri* and Ri-b are 

10 -HorCi-C 6 alkyl, 

(4) -F, C3, -Br or -I, 

(6) -Ci-Ce alkoxy optionally substituted with one, two, or 

three of: -F, 

(7) -NRn-2R^-3 where Rn-2 and Rn-3 are as defined below, 
15 (8) -OH, 

(9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, -NRiJti-b where Ri-a and Ri* are -H or Ci-C 6 alkyi, 

20 (ll)-CO-(Ci-C4alkyl), 

(12) -S02-NRi^Ri. b where Ru and Ri-b are as defined above, 

(13) -CO-NRi-aRi-b where Ri* and Ri-b are as defined above, 

or 

(14) -S02-(Ci-C 4 alkyl), with the proviso that when ni is zero 
25 Ri-hetcroaryi is not bonded to the carbon chain by nitrogen, or 

(Vm) -(CH 2 ) n i-(Ri-heten>cycie) where m is as defined above and 
Ri-hetcrocycie is selected from the group consisting of: 
moipholinyl, 
thiomorpholinyl, 
30 thiomorpholinyl S-oxide, 

thiomorpholinyl S,S-dioxide, 

piperazinyl, 

homopiperazinyl, 
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pyrrolidinyl, 

pyrrolinyl, 

tetrahydropyranyl, 

piperidinyl, 
5 tetrahydrofuranyl, 

tetrahydrothienyl, 

homopiperidinyl, 

homomoipholinyl, 

homothiomorpholinyl, 
10 homothiomorpholinyl S,S-dioxide, and 

oxazolidinonyl, 

dihydropyrazolyl 

dihydropyrrolyl 

dihydropyrazinyl 
15 dihydropyridinyl 

dihydropyrimidinyl 

dihydrofinyl 

dihydropyranyl 

tetrahydrothienyl S-oxide *. : " . r " : - 

20 tetrahydrothienyl S,S-dioxide 

homothiomorpholinyl S-oxide 

where the Ri-hctcrocycio group is bonded by any atom of the 
parent Ri-heterocycie group substituted by hydrogen such that the new bond to the 
Ri-heterocycie group replaces the hydrogen atom and its bond, where heterocycle is 
25 optionally substituted with one, two, three, or four: 

(1) C1-C6 alkyl optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi-Jli^ where Ri* and R14, are as 
defined above, 

30 (2) C2-C6alkenyl with one or two double bonds, 

optionally substituted with one, two or three substituents selected from the group 
consisting of -F, -CI, -OH, -SH, -G^N, -CF 3 , C1-C3 alkoxy, and -NR^Ri^ where 
Ri-a and Ri^are -H or CpC* alkyl, 
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(3) C2-C6 alkynyl with one or two triple bonds, 
optionally substituted with one, two or three substituents selected from the group 
consisting of -F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NR^R^ where 
Ri* and R\a> are -H or CpQ alkyl, 
5 (4) -F, CI, -Br or -I, 

(5) Ci-C 6 alkoxy, 

(6) -C1-C6 alkoxy optionally substituted with one, two, 



or three of -F, 
10 below, 



(7) -NRn-2Rn-3 where Rn-2 and Rn-3 are as defined 



(8) -OH, 

(9) -feN, 

(10) C3-C7 cycloalkyl, optionally substituted with one, 
two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, 

15 -C=N, -CF 3 , C1-C3 alkoxy, and -NRi^Ri^ where Ri^ and R^ are -H or C r C 6 alkyl, 

(11) -CO-(d-C 4 alkyl), 

(12) -S02-NRuRi-b where Ri.a and Rj4) are as defined 

above, 

(13) -CO-NRi-aRi* where Rt_ a and Ru h are as defined 

20 above, 

(l^-SC^Q^alkylXor 
(15) =0, with the proviso that when ni is zero 
Ri-heterocycie is not bonded to the carbon chain by nitrogen; 
where R2 is: 
25 0)-H, 

(IT) Ci-C 6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -CeN, -CF3, C1-C3 alkoxy, and -NRi-oRi-b where and Ri^ are as defined 
above, 

30 (HI) -(CH 2 )(M-R2-i where R 2 -i is Ri^i or Ri-heteraaiyi where Rj^yi and 

Ri-hctcroaiyi are as defined above; 

(TV) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
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-F, -a, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy, and -NRi^Ri-b where and Rv b are 
-H or d-C 6 alkyl, -F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NR^R^ 
where Ri-a and Ri_b are -H or Ci-Cs alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted 
5 with one, two or three substituents selected from the group consisting of -F, -CI, - 

OH, -SH, -ON, -CF 3 , Q-C 3 alkoxy, and -NRi. a Ri- b where Ri_ a and Ri-b are -H or 
d-Cs alkyl, or 

(VI) -(CH 2 )o-4- C 3 -C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 

10 -CF 3 , C1-C3 alkoxy, and -NR^R^, where Ri-a and Ri_b are -H or Ci-C 6 alkyl; 
where R 3 is: 
(D-H, 

(H) C1-C6 alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of Ci-C 3 alkyl, -F, -CI, -Br, -I, -OH, 
1 5 -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi^Ri* where Rj-a and Ri^areas defined 
above, 

(HI) -(CH 2 )o-4-R2-i where R 2 -i is Ri^ or Ri-heteroaryi where Ri-aryi and 
Ri-heteroaiyi are as defined above; 

(IV) C2-C6 alkenyl with one or two double bohds, 
20 (V) C2-C6 alkynyl with one or two triple bonds, or 

(VI) -(CH2)o-4- C 3 -C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -CI, -OH, -SH, -ON, 
-CF 3 , C1-C3 alkoxy, and -NRi^Ri^ where Ri_ a and Ri-b are -H or C\-Cs alkyl, 
and where R 2 and R 3 are taken together with the carbon to which they are attached to 
25 form a caibocycle of three, four, five, six or seven carbon atoms, optionally where 
one carbon atom is replaced by a heteroatom selected from the group consisting of - 
0-, 

-S-, -SO2-, and -NRn-2-, where Rm- 2 is as defined below; 
where Rn is: 

30 Q) Rn-i-Xn- where Xn is selected from the group consisting of: 

(A) -CO-, 

(B) -S02-, 
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(C) -(CR'R")!^ where R* and R" are the same or different and 

are -H or C1-C4 alky], 

(D) -CO^CR'R")i-6-Xn.i where Xn-i is selected from the 
group consisting of -O-, -S- and -NR'- and where R* and R" are as defined above, 

5 and 

(E) a single bond; 

where Rn_i is selected from the group consisting of: 

(A) Rw-aryi where Rw^ryi is phenyl, 1-naphthyl, 2-naphthyl, 

tetralinyl, indanyl, dihydronaphthyl or 6,7,8,9-tetrahydro-5H-benzo[a]cycloheptenyl, 
10 optionally substituted with one, two or three of the following substituents which can 

be the same or different and are: 

(1) Ci-Q alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi-aR^ where Ri* and R^ are as 

15 defined above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 

20 (6) -ON, ^ ' 

(7) -(CH2)(m-C0-NR n . 2 Rn-3 where R*. 2 and R N _ 3 are 
the same or different and are selected from the group consisting of: 

(a) -H, 

(b) -C1-C6 alkyl optionally substituted with one 
25 substituted selected from the group consisting of: 

(i) -OH, and 

(ii) -NH 2 , 

(c) -Ci-Ce alkyl optionally substituted with one 

to three -F, -Q, -Br, or -I, 
30 (d) -C3-C7 cycloalkyl, 

(e) -(Ci-CaalkylHCa-C? cycloalkyl), 

(f) -(d-Q alkylWd-Cs alkyl), 
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10 



15 



20 



and one triple bond, 
above, 

three double bonds), 
three triple bonds), 

above, 

defined above, 
defined above, 



(g) -C2-C6 alkenyl with one or two double 

(h) -C2-C6 alkynyl with one or two triple 

(i) -Ci-C* alkyl chain with one double bond 

0") -Ri-aryi where Ri-aiyj is as defined above, and 

(k) -Rt-htteraaryl where Rl-heteroaryl IS as defined 

(8) <CH 2 ) M <:0-(C r Ci2 alkyl), 

(9) -(CH 2 ) M -CO-(C 2 -Ci 2 alkenyl with one, two or 

(10) <CH 2 )(M-CO-(CrCi2 alkynyl with one, two or 

(11) -(CH 2 ) 0 -4-CCKC3-C7 cycloalkyl), 

(12) -(CH 2 )(M-CO-Ri-aiyi where Ri^yi is as defined 

(13) -(^JtM-CO-Ri^eteroaryl where Ri-heteroaiyl IS as 

(14) ^^JfM-CORi-hcterocyclc where R^eterocyclc IS as 



(15) -(CH 2 )o-4-CO-Rn-4 where R>m is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 

25 homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyirolidinyl where each group is 
optionally substituted with one, two, three, or four of: C1-C6 alkyl, 

(1 6) -<CH 2 )<m-CO-0-Rn,5 where Rn- 5 is selected fix>m 

the group consisting of. 

(a)C r C6alkyl, 

30 (b) -(CH 2 )o-2-(Ri^yO where R^ is as defined 

above, 

(c) CrQ alkenyl containing one or two double 

bonds, 
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(d) C2-C6 alkynyl containing one or two triple 



bonds, 

5 defined above, 
as defined above, 



(e) C3-C7 cycloalkyl, and 

(f) -(^^^l-hctenmryl) where Ri^tcroaiyl IS 3S 

(17) -(CH 2 )(m-S02-NRn.2Rn-3 where Rn-2 and Rn-3 are 



(18) ^CHj^-SCKCi-Cg alkyl), 

(19) -(CH 2 WS02-(CrCi 2 alkyl), 

10 (20) -<CH2)o-4-S02-(C3-C7 cycloalkyl), 

(21) -(CH 2 )o-4-N(H or Rn. 5 )-CO-0-Rn- 5 where Rn_ 5 
can be the same or different and is as defined above, 

(22) -(CH 2 )o^N(H or Rn. 5 )-CO-N(Rn. 5 ) 2 , where R N _ 5 
can be the same or different and is as defined above, 

15 (23) -(CH 2 )o^N-CS-N(Rn. 5 )2, where Rn_ 5 can be the 

same or different and is as defined above, 

(24) -(CH 2 )o^-N(-H or R>i-5)-CO-R N - 2 where R N - 5 and 
Rn-2 can be the same or different and are as defined above, 

(25) «(CH 2 )o-4-NRn-2Rn-3 where Rn-2 and Rn_3 can be 
20 the same or different and are as defined above, 

(26) -(CH 2 )o-4-R*m where R^ 4 is as defined above, 

(27) -(CH^-O-COKCi-Ce alkyl), 

(28) KCH^-O-P^HORN^yi-i^ where R^-i is -H 

or C1-C4 alkyl, 

25 (29) -(CH 2 )(m-0-CON(Rn.5)2 where Rn. s is as defined 

above, 

above, 

30 above, 

defined above, 

above, 



(30) -(CH 2 )o-4-0-CS-N^In-5)2 where Rn-s is as defined 

(31) -(CH 2 > M -0-(R N .5) 2 where R N . 5 is as defined 

(32) -(CH2)(M-0-( R^-COOH where Rn. 5 is as 

(33) -(CH 2 )o-4-S-( Rn-s)2 where R N . 5 is as defined 
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(34) -(CH 2 )(M-0-(Ci-C 6 alkyl optionally substituted 
with one, two, three, four, or five -F), 

(35) C3-C7 cycloalkyl, 

(36) C2-C6 alkenyl with one or two double bonds 

5 optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Q- 
C3 alkoxy, or -NRi^Ri^ where Ri* and R^, are as defined above, 

(37) C2-C6 alkynyl with one or two triple bonds 
optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r 
C3 alkoxy, or -NRiJRi_b where R^ and R\j> are as defined above, 

10 (38) <CT 2 )<m-N(-H or R N - 5 )-S0 2 -Rn-2 where Rn. 5 and 

R^i-2 can be the same or different and are as described above, or 

(39) -(CH 2 )o^- C3-C7 cycloalkyl, 

(B) -RN4ieteroary] where RN-heteroaiyl IS Selected from the gTOUp 

consisting of: 
15 pyridinyl, 

pyrimidinyl, 
quinolinyl, 
benzothienyl, 
indolyl, 

20 indolinyl, 

pryidazinyl, 
pyrazinyl, 
isoindolyl, 
isoquinolyl, 

25 quinazolinyl, 

quinoxalinyi, 
phthalazinyl, 
imidazolyl, 
isoxazolyl, 

30 pyrazolyl, 

oxazolyl, 
thiazolyl, 
indolizinyl, 
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indazolyl, 
benzothiazolyl, 
benzimidazolyl, 
benzofuianyl, 
5 furanyl, 

thienyl, 
pyrrolyl, 
oxadiazolyl, 
thiadiazolyl, 
10 triazolyl, 

tetrazolyl, 
oxazolopyridinyl, 
imidazopyridinyl, 
isothiazolyl, 

15 naphthyridinyl, 

cinnolinyl, 

carbazolyl, 

beta-caibolinyi, 

isochromanyl, 
20 chromanyl, 

tetrahydroisoquinolinyl, 

isoindolinyl, 

isobenzotetrahydrofuranyl, 

isobenzotetrahydrothienyl, 
25 isobenzothienyl, 

benzoxazolyl, 

pyridopyridinyl, 

benzotetrahydrofbranyl, 

benzotetrahydrothienyl, 
30 purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazinyl, 

phenothiazinyl, 
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pteridinyl, 

benzothiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 

dihydrobenzisoxazinyl, 

benzisoxazinyl, 

benzoxazinyl, 

dihydrobenzisothiazinyl, 

benzopyranyl, 

benzothiopyranyl, 

coumarinyl, 

isocoumarinyl, 

chromonyl, 

chromanonyl, and 

pyridinyl-N-oxide, 

tetrahydroquinolinyl 

dibydroquinoliiiyl 

dihydroquinolinonyl 

dihydroisoquinolinonyl 

dihydrocoumarinyl 

dihydroisocoumarinyl 

isoindolinonyl 

benzodioxanyl 

benzoxazolinonyl 

pyrrolyl N-oxide, 

pyrimidinyl N-oxide, 

pyridazinyl N-oxide, 

pyrazinyl N-oxide, 

quinolinyl N-oxide, 

indolyl N-oxide, 

indolinyl N-oxide, 

isoquinolyl N-oxide, 

qirinazolroyl N-oxide, 

quinoxalinyl N-oxide, 
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phthalazinyl N-oxide, 

inridazolyl N-oxide, 

isoxazolyl N-oxide, 

oxazolyi N-oxide, 
5 thiazolyl N-oxide, 

indolizinyl N-oxide, 

indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benzimidazolyi N-oxide, 
1 0 pynolyl N-oxide, 

oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 
15 benzothiopyranyl S-oxide, 

benzothiopyranyl S,S-dioxide, 

where the RN-heteroaryi group is bonded by any atom of 
the parent R^heteroaryi group substituted by hydrogen such that the new bond to the 
Rw-bctcroaiyi group replaces the hydrogen atom and its bond, where heteroaryl is 
20 optionally substituted with one, two, three, or four of: 

(1) Ci-Q alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, - 
OH, -SH, -ON, -CF 3 > C1-C3 alkoxy, -NRi -*Ri-b where and are as defined 
above, 

25 (2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I 

(5) -CO-OH, 

(6) -ON, 

30 (7) -(CHaJtM-CO-NRN^N-s where Rn- 2 and R N -3 are 

the same or different and are selected from the group consisting of: 

(a)-H, 
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(b) -Ci-Q alkyl optionally substituted with one 
substituted selected from the group consisting of: 

(i) -OH, and 

(ii) -NH 2 , 

(c) -Ci-C* alkyl optionally substituted with one 



to three -F, -CI, -Br, or -I, 



10 

bonds, 
bonds, 
1 5 and one triple bond, 

above, 

three double bonds), 
three triple bonds), 

25 

above, 

defined above, 
30 defined above, 



20 



(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkylXe 3 -C 7 cycloalkyl), 

(f) -(Ci-C 6 alkyl)-0-(CrC3 alkyl), 

(g) -C2-Q alkenyl with one or two double 

(h) alkynyl with one or two triple 

(i) -C1-C6 alkyl chain with one double bond 

(j) -Ri-aryl where Ri-a^i is as defined above, and 
(k) -Ri^eteroaiyi where Ri-heteroaiyi is as defined 

(^-(CH^^ : - 

(9) -{CH2)im-CO-(C2-Ci2 alkenyl with one, two or 

(10) -<CH2)o-4-CO-(C2-Ci2 alkynyl with one, two or 

(11) -(CH2WCCKC3-C7 cycloalkyl), 

(12) -(CH 2 )(M-CO-Ri- ar yi where Ri-^i is as defined 

(13) KCH 2 )(M-CO-Ri-heteroaryl where Ri-hrteroaryl IS as 

(14) -(CH2)M-C(>Ri4ieten)cycle where Ri-heterocycle is as 



(15) -(CH 2 )(m-CO-Rn^ where Rn-4 is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pytrolidinyl where each group is 
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optionally substituted with one, two, three, or four of: Q-C* alkyl, 

(16) -{CH 2 )o-4-CO-0-R N _ 5 where R N -s is selected from 

the group consisting of: 

(a) d-C* alkyl, 

(b) -(CH2)o-2-(Ri-aryi) where Rt-aiyi is as defined 



above, 
bonds, 
10 bonds, 

defined above, 
15 as defined above, 



(c) C2-C6 alkenyl containing one or two double 

(d) C2-C6 alkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, 

(f) ^CH 2 )o.2-(Rl-h e teroaryl) where Ri^teroaiyl IS 3S 

(17) -<CH 2 )(m-S02-NEI n .2Rn-3 where Rn-2 and R N -3 are 



(18) -(CH 2 )<M-Sa(Ci-C 8 alkyl), 

(19) -(GH2WS02.(CrC 12 alkyl), 

(20) -(CH2)o^-S02-(C3-C7 cycloalkyl), 

(21) -(CH 2 )o4-N(H or Rn. 5 JHCXH^^wjbm R N -5 
20 can be the same or different and is as defined above, 

(22) -(CH 2 )(m-N(H or R^s )-CO-N(R N -5)2, where Rm- 5 
can be the same or different and is as defined above, 

(23) -{CH^m-N-CS-N^^, where R^ 5 can be the 
same or different and is as defined above, 

25 (24) KCHiXm-N^H or R^ 5 )-CO-Rn. 2 where R^-s and 

Rn- 2 can be the same or different and are as defined above, 

(25) -(CH 2 )o-4-NRn. 2 Rn-3 where Rn-2 and R N -3 can be 
the same or different and are as defined above, 

(26) -(CH 2 )<m-Rn-4 where Rh4 is as defined above, 
30 (27) -(CH^m-OCOKCi-Q alkyl), 

(28) -(CH2)w-0-P(OHORn^h)2 where Rw*yM is -H 

or C1-C4 alkyl, 

(29) -(CH 2 )(m-0-CO-N(Rn.5)2 where Rn-s is as defined 

above, 
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(30) -(CHa^-O-CS-NCRN-s^ where Rn_ 5 is as defined 

above, 

(31) -(CH 2 )(m-0-(Rn.5)2 where Rn-5 is as defined 

above, 

5 (32) -(CH 2 )(m-0-( Rn-s)2-COOH where R N -s is as 



defined above, 
above, 



(33) -(CH 2 )o4-S-( Rn-s) 2 where Rn- 5 is as defined 



(34) -(CH 2 W-0-(CrC 6 alkyl optionaUy substituted 
10 with one, two, three, four, or five of: -F), 

(35) C3-C7 cycloalkyl, 

(36) C2-C6 alkenyl with one or two double bonds 
optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci- 
C3 alkoxy, or -NRi- a Ri_b where Ri^ and Ri^are as defined above, 

15 (37) C2-C6 alkynyl with one or two triple bonds 

optionally substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci- 
C3 alkoxy, or -NRi-JRi-b where R^ and R^ are as defined above, or 

(38) -(CH 2 )m-N(-H or R^-SOrRiM where Rn-5 and 
Rn-2 can be the same or different and are as described above, or 

20 (39) -(CH 2 )(m- C3-C7 cycloalkyl, 

(C) RN-aryi-W-RN-aryi, where RN-aryi is defined as above, 

(D) RN-aryi-W-RN^cteroatyi, where R^^yi and RN-heteroary] are as 

defined above, 

(E) RN-aiy]-W-RK-l-heten)cycle, Where RN-heterocycle is defined as 

25 Ri-hctcrocycie, is defined above, 

(F) RN-hcteroaryl-W-RN-aryU where RN-aryl and Rn-heteraaryl are as 

defined above, 

(G) RN^etemaiyi-^^^ where RN^wteraaiyi is as defined 

above, 

30 (H) RN-hetmwiyl-W-RN-l-heterocycle, Where RN-t-heterocycle IS as 

defined as Ri-hcterocydc is as defined above, and where RN-hcteroaryi is as defined above, 

(I) RN4ietenx7de-W-RN^yi> where Rmcterocycic is as defined as 
Ri-beterocycie is defined and where Rw-aryi are as defined above, 
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(J) R^heterocycle-W-RN^teroaryl, where R}«ieterocycIe IS as defined 

as Ri-tatcrocycie as defined above and RN-hctcroatyi are as defined above, and 

(K) R^hj^cycIc-W-RN-l-hcteroc^c, where R^heterocyclc and Rn- 

hcteroaryi are as defined above, 
5 whore W is 

(1) ^CH 2 )<m-, 

(2) -0-, 

(3) S(PU~> 

(4) -N(Rn-5)- where Rn-5 is as defined above, or 
10 (5) -CO-i 

(II) -CO-(Ci-Cio alkyl) where alkyl is optionally substituted with one, 
two, or three substitutents selected from the group consisting of: 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

15 (C) -Ci-Ce thioalkoxy, 

(D) -CO-O-Rw-s where Rn-8 is -H, Ci-C 6 alkyl or -phenyl, 

(E) 'CO-NRn_ 2 Rn-3 where R N . 2 and Rn_ 3 are the same or 
different and are as defined above, 

. . (F) -CO-R*w where is as defined above, 

20 (G)-S02-(CrC 8 alkyl), 

(H) -S02-NR n >2Rn-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

® -NH-CO-(Ci-C 6 alkyl), 

(J) -NH-CO-0-Rn_8 where R N -8 is as defined above, 
25 (K) -NRn-2Rn-3 where Rn- 2 and Rn_ 3 are the same or different 

and are as defined above, 

(L) -R*m where Rn-4 is as defined above, 

(M) -O-CCHCi-Qs alkyl), 

(N) -0-CO-NRn,8Rn-8 where Rn-8 are the same or different 
30 and are as defined above, 

(O) -CHC1-C5 alkyl)-COOH, 

(P) -0-(Ci-Q alkyl optionally substitued with one, two, or 
three of: -F, -CI, -Br, or -I), 
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(Q) -NH^KCi-Cg alkyl), and 
(R)-F,or-Cl 

(EH) -CO-CCi-CsalkylKKCi-Ce alkyl) where alkyl isoptionally 
substituted with one, two, or three substitutents selected from the group consisting 
5 of: 

(A) -OH, 

(B) -CrQ; alkoxy, 
(Q -Ci-C fi thioalkoxy, 

(D) -CO-O-Rn^ where Rn-« is -H, Q-Ce alkyl or -9, 
10 (E) -CO-NRn-2Rn-3 where Rn-2 and Rn_3 are the same or 

different and are as defined above, 

(F) -CO-Rn-4 where Rn-i is as denned above, 

(G) -S02-(Ci-C 8 alkyl), 

(H) -SO2-NRN-2RN-3 where R N - 2 and R N -3 are the same or 
1 5 different and are as defined above, 

(T)-NH-CO-(Ci-C 6 alkyl), 
(J) -NH-CO-O-Rn-8 where Rn-s is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 
20 (L) -Rn-4 where Rn-4 is as defined above, 

(M) -0~CO-(Ci-C 6 alkyl), 

(N) -0-CO-NRn-8Rn-8 where the Rn«s are the same or 
different and are as defined above, 

(O) -0-(Ci-Cs alkyl)-COOH, 
25 (P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 

three of. -F, -CI, -Br, or -I), 

(Q) -NH-S02-(Ci-C 6 alkyl), 

(R)-F,-CL 

(TV) -CO-{Ci-C6 alkyI>S-(C t -C 6 alkyl) where alkyl is optionally 
30 substituted with one, two, or three substitutents selected from the group consisting 
of: 

(A) -OH, 
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(B) -Q-Cealkoxy, 
(Q-Q-Csthioalkoxy, 

(D) -COORn-8 where Rn-s is as defined above, 

(E) -CO-NRn.2Rn-3 where Rn- 2 and R N _ 3 are the same or 
5 different and are as defined above, 

(F) -CO-Rn-4 where R N -4 is as defined above, 

(G) -SO r (Ci-C 8 alkyl), 

(H) -S02-NR n . 2 Rn.3 where Rn-2 and Rn_ 3 are the same or 
different and are as defined above, 

10 (I) -NH-CO-(C r C6 alkyl), 

(J) -NH-COO-Rn-8 where Rn^ is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(L) -Rn-4 where Rn-4 is as defined above, 
15 (M) -0-CO-(Ci-C 6 alkyl), 

(N) -O-CO-NR^gRN^ where R N _g are the same or different 
and are as defined above, 

(O) -CHC1-C5 aikyl>COOH, 

(P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 
20 three of: -F, -CI, -Br, -I), 

(Q) -NH-S0 2 -(Ci-C 6 alkyl), 
(R)-F, or -CI, 

(V) <XM^(-(CH 2 )o-2^ where 
Rn^i and RN-heteroaryi are as defined above, where Rk-io is selected from the group 
25 consisting of: 

(A) -H, 

(B) Ci-C 6 alkyl, 

(Q C3-C7 cycloalkyl, 
(D) C 2 -C6 alkenyl with one double bond, 
30 (E) C2-Q alkynyl with one triple bond, 

(F) Ri-eiyi where Ri-^yi is as defined above, and 

(G) RN-hetaoaryi where Rjwieteroajyi is as defined above, or 
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(VI) -CO-(C3-Cg cycloalkyl) where alkyl is optionally substituted 
with one or two substitutents selected firom the group consisting of: 
(AMCH^-OH, 

(B) -(CH^o^-CrCfi alkoxy, 

5 (C) -(CH2)o_4-C r C6 thioalkoxy, 

(D) -(CH2)o^-CO-0-Rn.8 where Rn-s is -H, C r C 6 alkyl or - 

phenyl, 

(E) -{CH^o^-CO-NRN^RN-a where Rn. 2 and Rn. 3 are the 
same or different and are as defined above, 

10 (F) -(CH2)o-4-COR N 4 where R*m is as defined above, 

(G) -(CH2) 0 ^-SO 2 -(Ci-C8 alkyl), 

(H) -(CH2)o^-S02-NRn-2Rn-3 where R N -2 and Rn- 3 are the 
same or different and are as defined above, 

0) -(CH^-NH-CO^C-Q alkyl), 
15 (J) -NH-CO-O-Rn-8 where Rn-8 is as defined above, 

(K) -(OT 2 )o^N r n-2Rn«3 where R^_ 2 and Rn-3 are the same or 
different and are as defined above, ^ . ... , . 

(L) -(CH2)o^-Rn-4 where Rn-4 is as defined above, 
(M) -O-CO^Q-Ce alkyl), 
20 (N) -0-CONRn-8Rn-8 where Rn-s are the same or different 

and are as defined above, 

(O) -0-(Ci-C 5 alkyl)-COOH, 

(P) -0(Ci-C6 alkyl optionally substitued with one, two, or 
three of: -F, -CI, -Br, or -I), 
25 (Q) -NH-S02-(C!-C6 alkyl), and 

(R)-F,or-Cl, 

where Rc is: 

(T)-Ci-Cio alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
30 -SH, -ON, -CF 3 , CrQ alkoxy, -O-phenyl, -NR^Ri4, where R^ and R\a> are as 
defined above, -OOO NR l<k Ri^, where Ri^ and Ri_b are as defined above, -S(=0)o-2 
Ri-e where Ri_ a is as defined above, - NRi-eOO NRi-aRu, where and Ri-b are as 
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defined above, -C=0 NRi-oRi-b where Ri-a and are as defined above, and - 
S(=0)2 NRi^Ri^, where Rt. a and Ri_b are as defined above, 

(H) -(CH2)o-3-(C3-C8) cycloalkyl where cycloalkyl can be optionally 
substituted with one, two or three substituents selected from the group consisting of 
5 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -feN, -CF 3 , Q-Qs alkoxy, -O-phenyl, -CO- 
OH, -CO-0<Ci-C 4 alkyl), and -NRi-JRi* where Ri- a and Ri* are as defined above, 
(EH) -{CRc-xRc-y WRc-aiyi where Rc-x and Rc- y are 
-H, 

C1-C4 alkyl optionally substituted with one or two -OH„ 
10 C1-C4 alkoxy optionally substituted with one, two, or three of: 

-F, 

-(CH 2 )(m-C3-C7 cycloalkyl, 
C2-C6 alkenyl containing one or two double bonds, 
C2-C6 alkynyl contianing one or two triple bonds, 
15 phenyl-, 

and where Rc-x and Rc- y are taken together with the carbon to which they are 
attached to form a carbocycle of three, four, five, six, or seven carbon atoms, 
optionally where one carbon atom is replaced by a heteroatom selected from the 
" ; ' : ■ * - group consisting of -0-, -S-, -SO2-, and -NR^- 2 - and Rc*iyi is the same as RN-aryU r ' 

20 (IV) -(CRc-xRc-y)o-4-Rc-hetBroaryi where Rc-heteroaryi is the same as Rn- 

hcteroaiyi and R<>x and Rc- y are as defined above, 

(V) -(CRc. x Rc.y)M-Rc-aryrRc-aiyi where Rc-aryi, Rc-x and Rc-y are as 

defined above, 

(VI) -(CRc-xRc-y)o^-Rc-aryl-Rohctcroaryl where Rc-aryl > Rc-heteroaxylRc-x 

t. 

25 and Rc- y are as defined above, 

(VII) -(C^C- x R<>y)o-4-Rc-heteroaryl-Rc-ary] where Rc-heteroaryt, Rc-aiyl» Rc-x 

and Rc-y are as defined above, 

(Vin) -(CRoxRc-y)(M-Rc-heteroaryl-Rc^eteromyI where Rc-heteroaryl, Rc-x and 

Rc-y are as defined above, 
30 (DQ KCRc-xRoyWRc-aryi-Rc-fcetcrocycic where Rc^ryi, Rc- X m d Roy are 

as defined above, and Rc-beterocycie is the Same as RN-heterocycle, 

(X) ~(C3^ x Rc-y)(W-Rc4K;t^ Where Rc-lieteroajyU Rc- 

hetenwycie, Rc-x and Rc-y are as defined above, 
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(XI) -(C^. x I^y)(M-Rc^hEten)cycle-Rc-aryl where Rc-bcterocycle, Rc-aryi, Rc-x 

and Rc-y are as defined above, 

(XIT) ^CRc-xRc-y)(M-Rc^teiw^dB-R^ where Rc-beterocycle, Ro 

hetcroaryi.Rc-x and Rc- y are as defined above, 

5 (XIII) ^CRcJ^-y)(M-Rc-heten^^ where Rohcterocyde, Rc-x 

and Rc-y are as defined above, 

(XIV) -(CRc- x Rc-y)(M-Rc-heterocycIe Where Rc-heteracycle, Rc-x and Rc-y are 

as defined above, 

(XV) -[C^lc.i)(Rc-2)]i-3-CO-N-(Rc-3)2 where Roi and Rc-2 are the 
10 same or different and are selected from the group consisting of: 



substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , Ci-C 6 alkoxy, -0- phenyl, and -NRi-aRi_b where R]- a and Ri_b are 
15 as defined above, 

(Q C 2 -C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Q-Ce alkoxy, -O- phenyl, and 
-NRi^Ri-b where Ri^ and Ri^, are as defined above, 
20 (D) C2-C6 alkynyl with one or two triple bonds, optionally 

. substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and 
-NRi-aRi-b where Ri_ a and Ri-b are as defined above, 



one, two or three substituents selected from the group consisting of C1-C3 alkyl, -F, - 
CI, 

-Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, -NRi^R^ where R t -a and 
R ub are as defined above, 



(A) -H, 

(B) -Ci-Ce alkyl, optionally substituted with one, two or three 



25 



(E) <Ca 2 US(0)^(CrC 6 alkyl), 

(F) -(CH2)o-i-C3-C7 cycloalkyl, optionally substituted with 



30 



(G) -(C1-C4 alkyl)-Rc'-aryi where Rc-aryi is as defined for Ri-aryu 

(H) -(C1-C4 alkyI>Rc^eteoayi where Rc-heteroaryi is as defined 



above, 
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(J) -(C1-C4 alkyl^Roheterocycie where Rc-tetemcyck is as defined 



above, 



5 



(J) -Rc-heteroaiyi where Rc-hetcroaryi is as defined above, 
(K) -Rc-hetcrocycie where Rc-hetcrocycie is as defined above, 
(M) <CH 2 )M-Rc^-(CH2){M-Rc'-aryi where R<m is -0-, -S- or 



-NRc-5- where Rc-s is Ci-C 6 alkyl, and where Re-aiyi is as defined above, 

(N) ^CH 2 )i^-^^CH 2 )(M-Rc.hetero a iyi where Rc4 and Re- 
heteroaiyi are as defined above, and 



substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi^Ri^ where Ri* and Ri-b are 
15 as defined above, 

(C) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-Q alkoxy, -O- phenyl, and 
-NRiwaRi-b where Ri- a and R14, are as defined above, 

20 (D) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 > C r C 6 alkoxy, -O- phenyl, and 
-NR\-aRi-b where Ri. a and Ri-b are as defined above, 

(E) -(CH 2 ){M-Cs-C7 cycloalkyl, optionally substituted with 

25 one, two or three substituents selected from the group consisting of C1-C3 alkyl, -F, - 
CI, 

-Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRuRi^, where Ri-a 
and Ri-b are as defined above, 



10 



(O) -Rc-aryi where Rc^aryi is as defined above, 
and where Rc-3 is the same or different and is; 



(A) -H, 

(B) -Ci-Cg alkyl optionally substituted with one, two or three 



30 



(F) -Rc-aryi where Re-aiyt is as defined above, 

(G) -Roheteroary! where Roheteroaiyi is as defined above, 

(H) -Rcicterocyck where Rc-heteracycie is as defined above, 

(0 -(C1-C4 aIkyl)-Rc-aiyi where Rcvaiyi is as defined above, 
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(J) -(C1-C4 alkyl>Rc*eteroaiyi where Rc-heteroaryi is as defined 

above, or 

(K) -(C1-C4 alkyI)-Rc-i Ctero cycic where Rohcterocycie is as defined 

above, 

5 (XVI) -CH(R<>aiyi)2 where Roaryi are the same or different and are as 

defined above, 

(XVII) -CH(Rc-heteroary02 where Rc-heteroaryi are the same or different 
and are as defined above, 

(XVm) -CH(Rc^i)(Rc*ctenwiyi) where Rc-oyi and Rohetooaryi are as 

10 defined above, 

(XIX) -cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi 

Or Rc-heteroaryl Or Rc-heterocycle where Rc-ayi OT Rc-heteroaiyl Or Rc-heterocycle are as defined 

above where one carbon of cyclopentyl, cyclohexyl, or -cycloheptyl is optionally 
replaced with NH, NRn-s, 0, or S(K))o-2 , and where cyclopentyl, cyclohexyl, or 
15 -cycloheptyl can be optionally substituted with one or two -Ci-Cs alkyL, -F, -OH, - 
SH, -ON, -CF 3 , C r C 6 alkoxy, =0, or -NRiJii-b where Ri_a and Rj-b are as defined 
above, 

(XX) C2-C10 alkenyl containing one or two double bonds optionally 
substituted with one, two or three J substituente selected from the group consisting of 

20 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C x -C 6 alkoxy, -O- phenyl, and 
-NRi-aRi-b where Ri-a and Ri-b are as defined above, 

(XXI) C2-Cio alkynyl containing one or two triple bonds optionally 
substituted with one, two or three substituents selected from the group consisting of 
Q-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O- phenyl, and 

25 -NRi-aRi-b where Ri_a and Ru> are as defined above, 

(XXI) -(CH 2 ) 0 -rCHR c ^-(CT2)o-i-R<>cryi where Rc-aryiis as defined 
above and Rc-6 is -(CH2)<^6-OH, 

(XXII) -(CH 2 )o-i-Cmc^CH2)o-rRcMi e t eroa ry^ where Rc-hetemaiyi and 
Rc-6 is as defined above, 

30 (XXm) -CH(-Rc-eiyi or Rc-hctemaiy0-CO-O(Ci-C4 alkyl) where Rc-aiyi 

and Rc-heteroaryi are as defined above, 

(XXIV) -CH(-CHrOH)-CH(-OH)-phenyl-N02, 

(XXV) (Ci-C 6 alkyl)-0-(Ct-C6 alkyl)-OH, 
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(XXVII) -CH 2 -NH-CH 2 -CH(-0-CH2-CH 3 )2, 
(XXVUI) -H, or 

(XXEX) -(CH 2 )(«-C(=NRi^)(NRi^Ri-b) where R u andR^ are as 
defined above; 
5 or a pharmaceutically acceptable salt thereof 

2. A substituted amine of formula (X) according to claim 1 
where Ri is: 

-(CH2)o-l-{Rl-ary0 
10 **(C ; H2)nl-(Rl^eten>aiyl) 

where Rn is: 

Rn-i-Xn- where X N is selected from the group consisting of: 
-CO-, and 
-S0 2 -, 

15 where Rn-i is selected from the group consisting of: 

-RN-aryi, and 
"R-N-hetcroarylj OT 

-CO-CH^C^z-C^Rn^oM^ 
where Rc is: 
20 -Ci-Cgalkyl, 

^CH 2 )o-3-(C3-C 7 ) cycloalkyl, 

-{CRc-xRc-y)o-4-R<>aryh 
-(CRc-xRc^)o^-Rc-teleroaiyl, 
-(CRo-xRc-y)(M-Rc-heterocyc1e» Or 

25 -cyclopentyl or -cyclohexyl ring fused to Rc-aryi or Rc-heteroaiyt or Rc- 

heterocycle. 



3. A substituted amine of formula (X) according to claim 2 
where Ri is: 
30 -(OTaHRi-aiyi), or 

-(CH2)-(Rnicteroaryl); 

where R2 is -H; 
where R3 is -H; 
where Rn is: 
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Rn-i-Xn- where X N is: 
-CO-, 

where Rn-i is selected from the group consisting of: 

5 "RN4icteroaryh 

where Rc is: 

-CCH 2 )m-(C3-C7) cycloalkyl, 

^CRc_ x Rcy)(M-Ro«ryi» 
-(CRc-xRc^O^-Rc-heteroaryl. 
10 ^CRc- x Rc- y )(M-Rc-heterocyclc, OX 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aiyi or Rc^heteroaryi or 

Rc-heter.cycle. 

4. A substituted amine of formula (X) according to claim 3 where Rc is: 

15 -(CRo x Rc-y)(M-Rc-aiyb 

-(CRc-xRc-y)(M-Rc-heteroaiy1 > 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aiyi or Rc-heteroaxyi or 

Rc-heterocyde. 

20 5. A substituted amine of formula (X) according to claim 1 where Rj is 
-(CH 2 )-(Ri- a iyi) where Ri^jyj is phenyl. 

6. A substituted amine of formula (X) according to claim 1 where Ri is 

-(CHaMRi-aiyi) where Ri-aiyi is phenyl substituted with two -F. 

25 

7. A substituted amine of formula (X) according to claim 6 where the -F 
substitution is 3,5-difluorobenzyl. 

8. A substituted amine of formula (X) according to claim 1 where R 2 is -H. 

30 

9. A substituted amine of formula (X) according to claim 1 where R 3 is -H. 



10. A substituted amine of formula (X) according to claim 1 where Rm is 
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Rn-i-Xn- where Xn is -CO-, where Rn-i is RN-aiyi where Rw-atyi is phenyl 
substituted with one -CO-NRn. 2 Rn-3 where the substitution on phenyl is 1,3-. 

11. A substituted amine of formula (X) according to claim 10 where and Rn-3 
5 are the same and are C3 alky!. 

12. A substituted amine of formula (X) according to claim 1 where Rn is 

Rn-i-Xn- where X N is-CO-, where Rn-i is RN-aryi where Rm^i is phenyl 
substituted with one Ci alkyl and with one -CO-NRn-2 r n-3 where the substitution on 
10 the phenyl is 1,3,5-. 

13. A substituted amine of formula (X) according to claim 12 where Rn-2 and Rn-3 
are the same and are C3 alkyl 

15 14. A substituted amine of formula (X) according to claim 1 where Rn is 

Rn-i-Xn- where Xn is -CO-, where R N -i is RN-heteroaiyi where RN-heteroaryt is 
substituted with one -C(>NRn-2Rn-3. 

15. A substituted amine of formula (X) according to claim 14 where Rn-2 and Rn-3 
20 are the same and are -C 3 alkyl. 

16. A substituted amine of formula (X) according to claim 1 where Rc is: 

-(CRc. x Rc- y )(>4-Rc-aiyi where Rc-oy? is phenyl, 

-(CRc-xRoy)(M-Rc-hetEroaiyU 

25 -cyclopentyl or -cyclohexyl ring fused to a Rc-wyi or Rc-heteraaryi or Rc- 

heterocyclc* 

17. A substituted amine of formula (X) according to claim 16 where Rc is: 

-(CRo x Rc-y)(M-Rc-aryi where Rcvaiyiis phenyl. 

30 

18. A substituted amine of formula (X) according to claim 17 where phenyl is 
substituted in the 3-position or 3,5-positions. 
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19. A substituted amine of formula (X) according to claim 16 where Rc is: 

-{CH2)-RoiietBroaiyl. 

20. A substituted amine of formula (X) according to claim 16 where Rc is: 

5 "(CH2)-Rc-heterocycle. 

21. A substituted amine of formula (X) according to claim 16 where Rc is: 

-cyclohexyl ring fused to a phenyl ring. 

10 22. A substituted amine of formula (X) according to claim 1 where the 

pharmaceutically acceptable salt is selected from the group consisting of salts of the 
following acids acetic, aspartic, benzenesulfonic, benzoic, bicarbonic, bisulfuric, 
bitartaric, butyric, calcium edetate, camsylic, carbonic, chlorobenzoic, citric, edetic, 
edisylic, estolic, esyl, esylic, formic, fumaric, gluceptic, gluconic, glutamic, 

15 glycollylarsanilic, hexamic, hexylresorcinoic, hydrabamic, hydrobromic, 

hydrochloric, hydroiodic, hydioxynaphthoic, isethionic, lactic, lactobionic, maleic, 
malic, malonic, mandelic, methanesulfonic, methylnitric, methylsulfuric, mucic, 
muconic, napsylic, nitric, oxalic, p-nitromethanesulfonic, pamoic, pantothenic, 

. x phosphoric, monohydrogen phosphoric, dihydrogen phosphoric, phthalic, 

20 polygalactouronic, propionic, salicylic, stearic, succinic, sulfamic, sulfanilic, 
sulfonic, sulfuric, tannic, tartaric, teoclic and toluenesulfonic. 

23. A substituted amine of formula (X) according to claim 1 which is selected from 
the group consisting of: 
25 N l -{(lS,2R>l-(3,5^uoroben^ 
methoxybenzyl)amino]propyl}-5-meth^^ 

N ! -{(lS,2RH<3,5^fluorobenzy^ 
hydroxypropyl}-5-methylrN 3 ^ 

N l -[(lS,2RH^enzyl-3^e^^ 
30 dipropylisophthalamide, 

N^(lS,2R)-l-benzyW-(benzyIa^ 
dipropylisophthalamide, 

N l -[(lS,2R>l^enzyl-2-hydroxy-3<isopropylamino)pr^ 
dipropyhsophthalamide, 
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N^(lS,2RH-benzyl-2-hydroxy-3-^ 
dipropylisophthalamide, 

N^lS^RH-benzyl^ydro^^ 
methoxypheayl)ethyl]amino}propy^ 
5 N^(lS;2R>l-benzyl-24iydroxy-3^^ 
N 3 J^ 3 -dipropylisophthalamide, 

ethyl {[(3S)-3^{3-[(dipropylamino)caitK)nyl]benzoyl} amino)-2-hydroxy-4- 
phenyIbutyl]amino} (phenyl)acetate, 

N^(lS)-l-benzyl-2^ 
1 0 nitrophenyl)ethyI]amino}propyl^ 

N l -{(lS,2R>l-benzyl-3-^^ 
dipropyUsophthalamide, 

NM(lS,2R)-l-benzyl-3-[(4^ 
dipropylisophthalamide, 
15 N^ClS^RH-benzyl^^ 
hydroxyethoxy)ethyl]amino}pn>pyty^ 

N^lS^RJ-l-benzyl^^^ydro-m^^ 
hydroxypropyl]-N 3 ,N 3 ^propylisophthalamide, 

NM(lS,2R)-l-ben^l-24ty^ 
20 N 3 ,N 3 -dipropylisophthalamide, 

N^lS,2R)-l-benzyl-2-hydroxy-3^^ 
furanylmethyl)amino]piopyl}^^ 

NM(lS,2RH-benzyl-3-[(2,2^ethoxy^ 
N 3 ^ 3 -dipropylisophthalamide, 
25 N l -[(lS,2RH-benzyl-3^utyl^ 
dipropylisophthalamide, 

N 1 -[(lS^R)-l«ben2yl-3^cyclohexylamino)-2-hydroxypropyy 
dipropylisophthalamide, 

N l -{(lS,2R)-14)enzyl-2-hydroxy-3-^ - 
30 N 3 ,N 3 -dipropylisophthalamide, 

N 1 - {(lS,2R>3-[(2-am^ 
dipropylisophthalamide, 

N 1 - {(1 S,2R>1 -benzyl-2-hydroxy-3-[(3^yrid^ - 
N 3 ^f 3 -dipropylisophtiialamide, 
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N^ftlS^-l^enzyl^-hydroxy^ 
N 3 ,N 3 -dipropyIisophthalamide, 

N l -{(lS,2R)4-benzyl-2-hydroxy-3-[(2-hydroxy-2- 
phenylethyl)aminojpixipyl}-N 3 ^ 3 ^propyUsophflialamide, 
5 N^(lS,2RH-bemyl-3-[(3-butoxypro^^ 
dipropylisophthalamide, 

N l -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-isopropoxypropyl)anm 
N 3 J^ 3 -dipropylisophthalamide, 

N^(lS,2R)4^enzyl-2-hydroxy-3-(is^^ 
10 dipropylisophthalamide, 

N^ftlS^H-benzyW-hydro^ 
dipropylisophthalamide, 

N 1 -{(lS,2R)4-benzyl-2-hydroxy-34(2.methoxyethyl)am^ 
dipropylisophthalamide, 
15 N 1 -{(lS^R>i-benzyl-2«hydroxy-3-[(2-phenoxyethyl)amino 
dipropylisophthalamide, 

N 1 -{(lS^R)-l^enzyl-2-hydroxy-3-[(2-propo^ 
N 3 -dipropylisophthalamide, 

N^1S,2R)-I4)en^^ 
20 -N 3 JM 3 -dipropylisophthalamide, 

N^ftlS^-l-benzyW-hydro^ 
dipropylisophthalamide, 

N^(lS,2R)-l-benzyl-24iy<kt>xy^^ 
dipropylisophthalamide, 
25 N 1 -{(lS>l-benzyl-2-hydroxy-3-[(4-nitrobem^ 
dipropylisophthalamide, 

N l -{(lS,2RH-ben2y^ 
dipropylisophthalamide, 

N^aS^RVl-benzyl-S-fPK*^^ 
30 hydroxypropyl)-N 3 ^ 3 ^propyhsophthalainide, 

N^(lS^R>l-benzyl-2-hydroxy-3-{[2^2.pyridinyO 
-N^^ropyHsophtbalamide, 

N ! -{(lS,2R)-l-ben2yl-2-hydroxy-3-[(4-pyridinylmethyO 
N 3 ^N 3 -dipropylisophthalamide, 
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N^(lS^H-*en2yl-2-hy^ 
pynoHdinyl)ethyl]amko}pro^^ 

N 1 - {(1 S,2R>1 -benzyl-3-[(23^iimethyIbenzyl)amm - 
N 3 ^Nf 3 -dipropylisophthalamide, 
5 N ] -((lS^R)-l-benzyl-2"hydn)xy-3-{[2- 
(trifluoromethoxy)benzyl]amk^ 

N^(lS^R)-l^enzy]-3-[(2^hloro-^^ 
hydroxypropyl} -N 3 J^ 3 -dipropylisophthalamide, 

^-((IS^R^l-benzyl^-hydioxy^^^- 
1 0 (tri£luoromethyl)benzyl]amino}propyl)-N 3 Jtf 3 -dipropyUsophtbalamide, 

N^(lS;2R)4-benzyl-3-[(2,3^cMoro^ 
^^-dipropylisophtiialairude, 

N l - {(1 S,2R)-1 4)enzyl-3-[(3,5^chlorobenzyl)amino]-2-hydroxyp - 
N 3 ^T 3 -dipropylisophthaIamide J 
15 N 1 -{(lS 5 2R)-l-benzyl-3~[(3,5Hlifluorobenzyl)amino]-2~h^ 
N 3 ,N 3 -dipropylisophthalamide, 

N 1 -((lS 3 2R)4-benzyl^hydroxy-3-{[4- 
(trifluoiomethoxy)benzyl]amino}piopyl)-N^ 

N 1 -[(lS,2R)^3-({2-[4^aminosulfonyl)phenyl]e 
20 hydroxypropyl]-N 3 ^ 3 -^ 

N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(4-methoxybenzyl)amm 
N 3 ,N 3 -dipropylisophtiialaniide, 

N 1 - {(lS,m)4-benzyl-2-hydroxy-3-[(4^methylbenzyl^ 
dipropylisophthalamide, 
25 ^-{(lS^-l-benzyl^hydroxy^-KSAS- 

trimethoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2R)4-benzyl-24iydroxy-3^ 
propyl)-N 3 ^[ 3 -dipropylisophthalamide, 

N 1 -{(lS^)-l^enzyl-3-[(3,5-dimetiioxybenzyl)a 
30 N 3 ^ST 3 -dipropylisophthalanude, 

N 1 - {(1 S^)-l-benzyl-3-[(2,4Hiimethoxybeiizyl)amin 
N 3 ^ 3 -dipropylisophthalamide, 

NM(lS^>14rauyl-H([U^ 
hydroxypropyl} -N 3 ,N 3 -dipropyIisophthalamide, 
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N 1 - {(lS,2R>l-benzyl-3-[(3^ - 
^^-dipropylisophthalamide, 

NM(lS,2R)4-benzyl-3-[(2-fluo^ 
dipropylisophthalamide, 

5 N^lS^RM-benzyl-l-hy^ 
propyl)-N 3 ,N 3 -dipropyKsophtiialamide, 

NM(lS£R>l-benzyl-2-hydroxy^ 
dipropylisophthalamide, 

N^(lS^)-l-benzyl-24iydio^ 
10 N 3 ^ 3 -dipropylisophthalamide, 

N I <(lS,m)-l-benzyl-2-hydroxy-3-{[(lS)4-phenylethyl]a^ 
N 3 ,N 3 -dipropylisophthalamide, 

N l <(lS,2RH-benzyl-3-{[3,5-b^ 
hydroxypropyl)-N 3 ^ 3 -^propylisophthalamide, 
15 N 1 -((lS,2R>l-benzyl-2-hydroxy-3-{[2^trifluoromethy^ 
propyl)-N 3 ^f 3 -dipropylisophthalamide, 

N^lS^H-benzyl^^^ 
naph1hyl)e%l]amino^ 

N^(lS,2RH-benzyl-2^^^ . /, • ^ 

20 naphthyl)ethyl]amino}propyI^ 

N 1 -{(lS,2R)4-benzyl-2-hydroxy-3-[(4-hydroxy-3- 
methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropylisophthalamide, 

N l -{(lS;2R)-l-benzyl-34(3,4^ 
N 3 ,N 3 -dipropylisophthalamide, 
25 NM(lSH-b<^l-2-hydroxy-3-[(3^ 
dipropylisophthalamide, 

N l ^(lS^R)-l.benzyl-2-hydroxy-3-{[(lS>2-hydroxy.l. 
methylefliyl]a2iiino}propy]>N 3 ^ 3 ^propylisophthalamide, 

N x .((lS^>l-benzyl-2-hydroxy-3"{[(lR>2-hydroxy^ 
30 methylethyl]amino}propyl>^ 

N 1 -[(lS,2R)-l-ben2yl-2-hydroxy-3<2-propynylai^ 
dipropylisophthalamide, 

N I -((lS^)-l-ben2yl.3-{[2-(2-fluon)phenyl)ethyl]aim 
hydroxypn>pyl)-N 3 JN 3 -<apropyIisophthalainide, 
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^-((lS^M-benzyl-S^ 
hydrox^ropy^-^^-^propylisoplithalamide, 

N^(lS,2R>14>enzyl-3-{[2<4-fl^^ 
hydroxypropyl^^^^propylisophthalamide, 
5 N*-((lS,2R)-l-benzyl-3- {[2-(4-biomophenyl)ethyl]amino}"2- 

hydroxypropyO-N 3 ^ 3 ^iipiopylisophthalamide, . 

N 1 -((lS)4-benzyl-2-hydroxy-3-{[2^3-meiiioxyphenyl)eth^^^ 
^J^-dipropylisophthalamide, 

^-((IS^-l-benzyl-S- {[2^2,4^cmorophenyl)ethyl]amino}^2- 
10 hydroxypropyI)-N 3 ^ 3 ^piopylisoph1iialamide, 

N^(lS;2R>145enzyl-3-{^ 
hydroxypropyl)-N 3 ^ 3 ^propylisophtMamide, 

N^(lS)44>enzyl-3-{[2-(2>d^ 
hydroxypropyl)-N 3 ^ 3 ^propylisophthalamide, 
15 N^ClS^l-benzyl^hydroxy-S^p^ 

methylphenyl^thyyaininolpropyQ-^^^propyUsophthalamide, 

N^(lS^R)-l-benzyl-3-{[(lR>l-benzyl-2-hydroxye%l]ai^ 
hycfroxypropyl)-N 3 ^ 3 ^pn)pylisophthala2nide, 

^^(IS^-l^enzyl^hydroxy-S-fP-C^ 
20 moipholinyl)pmpyl]aniino}propyl)-N 3 > N 3 ^propyUsoph^amide, 

N4(lS£RH-benzyl-2-hydioxy-3^ 
dipropylisophthalamide, 

N'-tflS^-l-benzyl^-hyto^ 
morpholinyl)ethyl]an±io}propyl)-N^ 
25 N 1 - {(lS^R)4-benzyl-2-hydroxy-3-[(2%droxybutyl)amino^ 

dipropylisophthalamide, 

N^(lS,2R)44>enzyl-2-hydro^ 
N 3 ,N 3 -dipropylisophthalamide, 

N^(lS^)-l-benzyl-2-hydn>xy^^^^^ 
30 dipropyhsophthalamide, 

N^lS^M-benzyl^-hydro^ 
phenylethyl]ammo}propyl)-N 3 ^ 

N 1 -{(lS^)-l-benzyl-3-[(2 5 4^cMorobenzyl)amino]-2-hydro 
N 3 ^ 3 -dipropylisophthalamide, 
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N^(lS^Eg4-be!^ 

phenylethyl]amino}pn^^^ 

NM(lS,2R>l^enzyl-3-[(44ert-^^^ 
N 3 ,N 3 - dipropylisophthalamide, 
5 N^(lS,m>l-benzyl-24iy(fa^^ 
dipropylisophthalamide, 

N^lS^RH-benzyl^-hydr^^ 
inden-l-yl]amino}propyl)-N 3 ^ 3 ^propyKsophthalaniide 5 

NM(lS;jRH-benzyl-3-[(3,4-(to 
10 -N 3 >N 3 - dipropylisophthalamide, 

N^(lS,2R)-l-(3,5^uorobemzyl)-^^^^ 
-methyl-2-oxoethyl]anuno}propyl)-N 3 ^ 

N^(lS,2RH<3,5-dMuorobenzyl^^^ 

1- 

1 5 methyl-2-oxoethyl] amino} propyl)-N 3 ,N 3 -dipropylisophthalamide, 
N 3 -((lS,2R)-H3,5Kim^ 
l-me&yi-2<«oe1hyl]amino}propy 
N^lS^-l-frS-di^^ 
dimethyl-2K)xoethyl]am^ 
20 N^ClS^RH-frS^uorobcmy^ 
oxoethyl]amino}propyI)-5Htnethyl-^ 

^-[(lS^RH-frS-difl™^^ 
[(isobutylamino)caibonyl^ 
dipropylisophthalamide, 
25 ^-[(lS^RH^S^uorob^ 
[(isobutylamino)caibonyl]^^ 
dipropylisophthalamide, 

N^(lS,2R)-3-(benzylamino)-H3,5^ 
methyl-N 3 ,N 3 -dipropylisophthalamide, 
30 N^(lS,2R)-H3,5^fluoroben^ 
methyl-N 3 ^ 3 -dipropylisophthalatQide, 

N^(lS,2R>H3,5^uorobeDzyl>24iy^ 
methyl-N 3 ^I 3 -dipropylisophthalamide, 
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N 1 ^(lS^>l-(3,5-di£luoTobenzyl)-2-hydroxy-3- {[3-(isobutylamino)-2- 
methyl-3^xopropyl]amino}propyl)-5-^ 

^-((1 S^R)-H3,5-di£luorobenzyl)-3- {[4^dimethylammo)benzyl]ainino} -2- 
hydroxypropyl)-5-me*byl-N 3 ^ 3 -dipropylisoph1halamid^ 

5 N4(lS^>3-{[(lSH*™^-2^ 
difluorobenzy])-2-hy(tox 

N^KlS^^^^-difluorobenzyO^-hydroxy^KKlSVl^ 
[(isobutylamino)carbonyl^^^ 
dipropylisophthalamide, 
10 N^(lS,2RH<3,5^uon>benzy^^ 
hydraxypropyl^^ 

NM(lS,2RH<3,5^uorobenzy^^^ 
pyridinytaethyl)anm^ 

N^(lS,2R>3-{[(lS)-l-[(ben^^^ 
15 oxoethyl]amino}-l-(3,5Kiifluorobenzyl)-2-hydro 
dipropylisophthalamide, 

NM(lS,2RH^3,5-dmuorobe^ 
phenylethyl)amino]propyl}-^^ 

N^(lS,2R)-H3,5^uorob^ 
20 [(isobutylairdno)carbonyl]»2-metiiy]propyl} amino)propyl]-5-methyl>N 3 ,N 3 - 
dipropylisophthalamide, 

N^(lS^H<3,5^fluoiobe^ 
[(isobutylamino)carbonyl]but^^^ 
dipropylisophthalamide, 
25 N^(lS,2RHK3,5^uorobenzy^ 
2-(isobutylamino)-2^xoe1hyl] 
dipropylisophthalamide, 

N l -{(iS,m)-l-(3,5Klifluoroben2yI)-2-hydroxy-3-[(2- 
phenylethyl)amino]propyl}-5-methyl^ 
30 N4(lS,2R>3-{[(lS)-2-(benzylami^ 
difluoroben2yI)-24iydroxypropy^^ 

N^(lS,m>H3,5-difhzorobenzyl)-2-hydroxy-3-{[( 
phenylpropyl]amino}propyl)-5-methyl^^ 
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N 1 K(lS^R>l<3,5^uorobenzyl>3-{[(lS)-2Kethylamino>l~m 
oxoethyl]ammo}-2-hydn)x^ 

N^(lS,2R)-l-(3,5-dmuorobei^ 
2-oxo-l-phenylethyl]amino}propyl)-5-^ 
5 N^(lS,2R)-1^3,5Khfluorobenzyl)-2^ 
methyl-N ,N -dipropylisophthalamide, 

N^(lS,2R)-3<cyciohexylamino)-H^^ 
5-methyl-N 3 ,N 3 ^propylisophthalamide, 

N^(lS£R)-3^utylanrinoHW 
1 0 methyl-N 3 ,N 3 -dipropyKsophthalamide, 

NM(lS,2RH<3,5-dmuoiobenzy^^^ 
methoxypropyl)amino]propyl}^^ 

^-{(lS^RH^S-dmuorobei^ 
phenylethyl)amino]propyl} -5-methyl-N 3 ^ 3 ^iipiopyIisophthalamide, 
15 ^-((lS^-KS^-difluorobenzyO-a-tffSR^SS)^^^ 
chmethoxycyclohexyl] amino} -2-hydro^ 
dipropylisophthalamide, 

dimethyl (lR,3S>5-{[(2R,3S)-4^ 
[(dipropylamino)caito^ 
20 cyclohexanedicarboxylate, 

(lR,3S)-5-{[(2R,3S)-4-(3 f 5-difluorophenyl)-3-{{3- 
[(dipropylamino)carbonyl]-5-m -1 ,3- 

cyclohexanedicaiboxylic acid, 

N^aS^H-aS-difluorobe^ 
25 phenylpiopyl]amino}propyl)-5-mefr^ 

N^(lS,2R>3-[(3-cMoroben2yl)ai^ 
hydroxypn>pyl]-5-me1hyl-N 3 ,N^ 

N-{(lS,2R>l-{3,5-dmuorobenzyl)-2-hydioxy-3-[(3^ 
methoxybenzyl)amino]propyl}-3-[@^^ 
30 N 1 -[(lS,2R)-3-[([l,l , -biphenyl]-3-yhnethyl)amino]-H3,5-(M^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 -dipropylisophthalamide, 

N^tflS^RH^S-dffluoiobei^ 
iodobenzyl)amino]propyl}-5-me^ 
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^-{(lS^RH^S^Tiorobe^ 
methylbe^l)amino]propyl}-5-m^ 

NM(lS£RH^3,5^uoiobenzyl>2-^^^ 
phenylpropyl)amino]propyl}-5Ha^fr^^ 
5 NM(lS^)-H3,5^uorobenzy^^^ 
ylmethyI)amino]propyl}-5-methy^ 

NM(lS,2RH<3,5^uoiobemyl>2^^ 
thienylmethyl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 

N l -{(lS^R>l<3,5^uorobenzyl)-2-hydroxyO-[(5-m^ 
10 tetrahydro-l-napht^ 

N 1 "{(lS,2R)-H3 > 5^uorobenzyl)-2-hydroxy-3-[(2- 
pyrazmylmethyl)amm^^ 

NM(lS,2RH<3,5^uorobenzyl)-3-^^^^ 
hydroxypiopyl} -5-methyl-N 3 ^ 3 -dipropyIisophthalamide, 
15 N l -{(lS^R>3-[(l,3-benzodioxol-5-ylmethyl)amm 
hydroxypiopyl} -N 3 ,N 3 -dipropy lisophthalamide, 

N 1 - {(1 S£R)-H3,5^fluon)bm^ 
hydroxypropyl} -5-methyl-N 3 ^ 3 ^propyUsophthalamide, 

N^lS^RH^S^fluorob^ . , ^ c . 7 v • 

20 (1rifluorametliyl)ben^ 

N^(lS;2R)-H3,5-difluorob^ 
tetrahydro-l-naphthalm^ 

N 1 <(lS,2R)-H3,5^Muorobenzyl)-2-hydroxy-3-{[3. 
(trifluoromdhoxy)ben^ 
25 N^ftlS^RH^S^ifluorobe^ 

hydroxypropyl}-5-methyl-N 3 ,N 3 ^piopyUsophthalamide, 

N l -{(lS^)-H3,5-^uon>benzyl)-2-hydroxy-3-[(3- 
isopropoxybenzyl)amino]propyl}^^ 

N f -[(lS,2R)-3-[(34»romob^ 
30 hydroxypropyl]-5-methyl-N 3 ^ 3 ^pr^ 

N^ClS^RM^S^uoroben^ 
furyl)methyl]amino}propyl)-5-me1hyl-N 3 ^ 

N l -{(lS,2RH<3,5^uorobe^ 
tetrahydio-l-n^hthalenyl)amino]propyl} 
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N l -{(lS»H3,5^uorobenzy^^ 
tetrahydro-l-naphthal^^ 

N^(lS,2RHK3>5^uorobenzyl^ 
naphthalenylamino)pr0pyl]-N^ 
5 N l -[(1 S,2R>3-(beiizylamino>l<3,5-difluorobenzyl)-2-hy 

methoxy-^^-dipropylisophthalamide, 

N l -[(lS,2R>3-(benzylamino>l<3,5-difluorobenzyl)^^ 
N 3 ^ 3 -dipropylisophthalamide, 

N^(lS,2R>3Kbenzylamino>H3,5 
1 0 chloro-N 3 ,N 3 -dq>ropylisophthala2iiide, 

N 3 -[(lS,2R)-3^en2ylaminoH-( 3 >5-^ 
N^N 5 ^pn>pyl-3,5-pyridinedicarboxainide, 

N^(lS,2R>3-{benzylaminoH^ 
£luoro-N 3 ^I 3 -dipropylisophthalamide, 
15 N 2 -[(lS,2R)-3-(benzylam^ 

N 5 ,N 5 -dipropyl-2,5-thiophenedicarboxamide, 

N^ftl S^R)-3-(benzylamino)-l-(3,5-«ffl^ 
N 2 ^ 2 -dipropyl-2,4-pyridSnedicaiboxaiiiide, 

N^KlS^RJ-SH^enzylai^ 
20 N^N^Kpropyl-4,6- pyrimidinedicarboxamide, 

N-[(lS£R>3^enzylaminoHK3»5-d^^ 
morpholinyIcarbonyl)benzamide, 

NM(lS^)-l-bemzyl-24iydn^ 
dipropylisophthalamide, 
25 N l -{(lS^R>H3,5^uorobenzyI)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -N 5 ^N 5 -dipropylpentanediamide, 

N4(1S,ZR)0-{[(1R)-H^^ 
oxoethyl]ainino}-H3,5HMuorobenzyl)-2-hydroxypn^ 
dipropylisophthalamide, 
30 N^(lS,2R)-H3,5KiiflTO^^ 
2^isobutylammo>2K>xoethyq 
dipropylisophthalamide, 

N l <(lS,2R)4-ben^l-2-hydroxy-3^entylamino)propyl]-N 3 ^ 
dipropylisophthalamide, 
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N4(lS)-3<{2-[4-(ami^ 
hydroxypropyl]-N 3 ,N 3 Kiipropylisophthalamide, 

N 3 -{(lS,2RH-(3,5^uoioben^ 
ylmethyl)amino]propyl}-N^N^^ 
5 3-benzoyl-N-{(lS^R>l-(3,5^uorobenzyl)-2-hydn>xy^ 
methoxybenzyl)amino]propyl}ben22mi(ie, 

N-{(lS^R)4^3,5Kimuorobenzyl)-2-hydioxy-3-[(3- 
methoxyben2yl)amino]propyl} [1,1 f -biphenyl]-3-carboxamide, 

N^(lS,2R)-3-(benzylamin^^ 
1 0 (2-methoxyethyl>N 3 -propylisophthalamide, 

N-{(lS^R)-H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -3-ethoxybenzamide, 

N-{(lS^R)4^3,5^iifluorobeiizyl>2-hydroxy-3-[(3- 
methoxybenzyl)amiiio]propyl} -2-naphthamide, 
15 N^OS^RH^^uoroben^^ 
naphthalenylamino]piopyl}-5-met^^ 

N^(lR)-3-{[3,5^is(trifluorome^^ 
24iydroxypropyl]-5-metbyl^ 

N^(lS;2R)-l-ben^ 
20 hydroxypropyl)-N 3 ^ 3 -dipropylisophthalamide 3 

N ! -{(lS,2R)-l-ben2yl«3-[(2,3^uorobenzyI)amino]-2-hydro 
^^-dipropylisopbthalamide, 

N^(lS£R>l-benzyl-3-{[3-fl^^ 
hydroxypropyl)-N 3 J4 3 -dipropylisophthalainide, 
25 N , -{(lS^>l-ben2yl-3-[(2,5^fluorob«azyl)amino]-2-hydro 
N 3 ,N 3 -dipropylisophtbalamide, 

N*K(lS;2R)-l-beaizyl-3-{[3^^ 
hycfroxypropyl^^^-dipropylisophtiialamide, 

^-{(lS^-l-benzyl-S-KS^difluorobraizyQanm 
30 N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2R)-l-benzyl-3-{^ 
hydioxypropyl)-N 3 ,N 3 ^ropylisophtbalamide, 

N^(lS,2R>l-benzyl-3-{[2-cMoro^^ 
hydroxypropyl)-N 3 ^ 3 ^pn)pyHsophthaIamide, 
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N 1 -((lS^>l-benzyl-3-{[4^oro-3-(tri£hiorome^ 
hydroxypropyO-N 3 ^ 3 -dipropylisophthalamide, 

N4(lS,2R)-l-benzyl-3<23^y<^ 
hydxoxypropyl]-N 3 ^ 3 HUpropylisophthalamide, 

5 

N 1 -{(lS>l-benzyl-2-hydroxy-34(3"iutit)beazyl)ai^ 
dipropylisophthalamide, 

N*-((l S,2R)-l-ben2y]-3- {[3<difluoromethoxy)benzyl]amino} -2- 
hydroxypropyl)-N 3 s N 3 -dipropylisophthalamide, 
10 N^(lS,2R)-l-benzyl-3-[(3-ethoxy^ 
dipropylisophthalamide, 

^-((lS^R^l-benzyl^-hydroxy^- {[(5-methyl-2- 
pyrazinyl)methyl]amino}propy]^ 

N^(lS,2R)~l-benzyl-3-[(34)n>^^ 
15 hydroxypropyl} -N 3 ,N 3 -dipropylisophthalamide, 

N l -{(lS£RH^3,5^uoi^ 
hydroxypropyl} -S-methyl-^jN^piopyUsophAalaxnide, 

NM(lS,2RH^3,5^uorobe^ 
20 hydroxypiopyl}-5-methyl-N 3 ,N 3 ^propyUsophthalamide, 

N l -{(iS^R)4^3,5-dmuon>benzyl)-2-hydroxy-3-[(2- 
phenoxyethyl)amino]propyl}-5-methy^ 

N x -{(lS^R)-H3,5^uorobeii2yI)-2-hy(hoxy-3-[P 
isobutoxyben2yl)amino]pn)pyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
25 N^(lS^R>1^3,5^imuoiobenzyl)-2-hydroxy-3-{[(4-m 
yl)methyl]amino}propyl)-5-metty^ 

N^KlS^^-CbenzylaminoJ-l^S^u^^^ 
methyl-N 3 -propylisophthalamide, 

N 2 -[(lS,2R)-3-(benzylain^ 
30 N 5 ^ 5 ^pn>pyl-2,5-furandicaiboxamide, 

N 3 -((lS,2R>H3,5-dffluoiobei]^ 
(trifluoromethyl)benzyl]^ 

N 3 -{(lS^H-(3,5^uoroben^ 
phenylethyl)amino]propyl}-N 5 ^^ 
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N l -[(lS,2R)-3-ammo-H3,5^fl 
N 3 ^ 3 -K%ropylisophtiialaiiii<le, 

N^(lS£RH^3,5-dmuorobemzyQ^^ 
hydroxypropyl}-5-methyl-N 3 ^ 3 ^propyl^ 

5 N l -{(lS^)4<3,5-difluorobenzyl)-2-hydroxy-3-[(7-meft^ 
teti^ydro^ -naphtha 

isomer A, 

N l -{(lS^R)4<3,5-dmuoiobenzyl)-2-hydroxy-3.[(7-meto 
tetrahydro4-naphthdenyl)amino]pn^^ 
10 isomer B, 

N- {(1 S^R)4-benzyl-2-hydix>xy-3-[(3-me^ -3- 
(dimethylamino)benzamide, 

N-[(lS,2R)4-benzyl-2-hydroxy-3-[(3-meth^ 
mefhyl-lH-benziimdazole-5-<;arboxamide, 
15 3-(aminosulfonyl)-N-{(l S>l-benzyl-2-hydroxy-3-[(3- 

methoxybenzy^amiBolpropy^-^Uorobenzamide, 

N- {(lS,2R)-l-ben2yl-2-hydroxy-3-[(3-methoxybOTzyl)amih -3- 
cyanobenzamide, 

N-{(lS,2R)-l-ben^l-2^fiydn)xy-3-[(3-methoxy^ 
20 chloro-3-nitrobenzamide, 

methyl 3-[({(lS,2R)-l-benzyl.2«hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}amino)carbonyl]-5-m 

tert-butyi 3-[({(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxyben2yl)anrino]propyl} amino)carbonyl]phenylcarbamate, 
25 N-[(lS^R)4-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm 
dioxo-9,10-dihydro-2-anthrancenylcaiboxamide, 

N-[(lS^R)-l-ben2yl-2-hydroxy-3-[(3-methoxybenzyl)am^ 
1 ,2 ? 3-benzotriazole-6-carboxamide, 

N- {(1 S,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl}^^ 
30 methyl-5K>xo^,5-dihydio-lH-pyrazol-l-yl)braizamide, 

N-{(lS^H"benzyl-2-hydn)xy-3-[^ 
indole-5-caiboxamide, 

N- {(1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(3-methoxybenzyl)amino]propyl} -3- 
fluoro-S^trifluoiomethyQbeiizamide, 
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N- {(I S,2R)- 1 -benzyl-2-hydroxy-3-K^ -3 - 

(trifluoromethyljbenzamide, 

N- {(1 S^)-14>enzyl-2-hydroxy-3-[(3-methoxyben^ -4- 
(butylamino)benzamide, 
5 N-{(lS,2RH^enzyl-2-hyckoxy-3-[(3-m^ 
(trifluommethoxy)benzamide, 

N-{(lS 3 2R>l-benzyl-2-hydroxy-3-^ 
dimethoxybenzamide, 

N- {(1 S 5 2R)- 1 -benzyl-2-hydroxy-3 - [(3-methoxybenzyl)amino]propyl} -3,5- 
10 dimethylbenzamide, 

N- {(1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} -3,5- 
difluorobenzamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-^ 
dichlorobenzamide, 

15 N- {(1 S^R)- l-benzyl-2-hydioxy-3-[(3-methoxybenzyl)amino]propyl} -4- 

(benzyloxy)benzamide, 

N- {(1 S,2R> 1 -ben2yl-2-hydroxy-3-[(3-metihoxybenzyl)an^ 
benzodioxole-5-carboxamide, 
3<acetylamino>]^ 
20 methoxybenzyl)amino]propyl}benzatnide, 

4-(acetylamino)-N- {(1 S,2R>1 -benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}benzaiiiide, 
N^lS^RH^S-dmuorob^ 
isoxazolyl)methyI]amino^^ 
25 dipiopylisophthalamide, 

N l -{(lS^R)-l-(3,5-difluorobeDzyl)-2-hydioxy-3-[(3- 
phenylpn^yl)amino]pio^^ 

NM(lS,2R)-H3,5-difluoio^^ 
hydroxypropyl}-5-merthyl-N 3 ^ 
30 . N l -{(lS,2R>l-(3,5-di£luoix)benzyl)-2-hydroxy-3-[(te^ 
fiu^ylmethyl)an^ 

NM(lS,2RH<3,5-difluorob^ 
propoxyben2yl)amko]pro^^ 
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^-{(lS^R^HS^^uorobenzyl^hydroxy-S-Kl. 
p>ridmytaethyl)anm 

N^(lS;2R)-3^enzylamkoH^ 
hydroxy-^^-dipropylisophtbalamide, 
5 N^(lS,2RH-(3,5Kitfuorobe^^ 
methy]phenyl)ethyl]am^ 

NM(lS^R)-H3,5^uorobe^^ 
naphthalenylamino]propyl}-5-^^ 

N l -{(lS^>H3,5-difluorobenzyl)-3-[(2,5-dime%l^ 
10 hydroxypropyl}-5-methyl-N 3 ^ 

N^(lS,2R>3-{[2-chlon>5-(^^ 
difluorobenzyl)-24iydroxyprop^^^^ 

N 1 -{(lS,2R>l-(3,5^uorobenzyl)-2-hydroxy-3«[^ 
methyIbenzyl)amino]pro^ 
15 N^ClS^RH-aS-difl^^ 
dihydrc^lH-inden-l-yi]ainino^ 

N^(lS^R>H3,5^uorobenzyl^ 
ylamino]-2-hydioxypropyl}-5^^^ 

5^moro-N l -{(lS£RH^3,5^u^ 
20 phenylethyl)amino]propyl}-N%N -dipropyHsophthalamide, 

N4(lS,2R>3-[(l-benzofura^^ 
hydroxypropyl]-5-methyl-^^ 

N l -[(lS^)-3-{[(lR>l-(3-bromophenyl)ethyl]amino} 
difluorobenzyl)-2-hydioxy^^ 

25 

N^(lS,2RH<4-fluoroben^^^ 
5-methyl-N 3 ^N 3 -dipropylisophthalaniide, 

N-{(lS30-l^en2yl-2-hydrox^ 
|butyl(butyiyl)amino]-5-meftylben2ainide, 
30 N ! -{l-benzyl-2-hydroxy-3-[(3-me^oxybenzyl)ai]™ 
N 3 ^J 3 -dipropylisophthalamide, 

N 3 -{14)enzyl-2~hydroxy-3-[(3-m^ 
^^-dipropylisophlhalamide, 



WO 02/02512 PCT/US01/21012 

393 

N l -{(lS^M~(3,5-difo^ 
methoxybenzyI)amino]propyl}^m 

N- {(lS,2R>l^enzyl-2-hydtoxy-3-[(3-methoxybenzyl)amin - 1- 

butyl-lH-indole-6-carboxamide, 
5 N^(lS,2R)-3-anilino-l-(3,5K^ 
N^^propylisophthalamide, 

5-bromo-N^(lS,2R)-3-[(3-bromobe^ 
hydroxypropyl]-N 3 ^ 3 ^propylisophthalamide, 

N-{(lS^>l<3,5-(Hfluoioben2yl)-2-hydroxy-3-[(3- 
10 iodobe^l)amino]propyl}^methylpentanamide, 

N-{(lS^)-H3,5^uorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-3-methylpentanamide, 

^-{(lS^RJ-HS^-difluorobenzy^-hydroxy-S-CCS- 
hydroxybenzyl)amino]propy] } -5-methyl-N 3 J^ 3 -dipropylisophtihialainide, 
15 N 1 - {(1 S^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino^ -5- 

cyano-N 3 ,N 3 -dipropylisophthala!nide hydrochloride, 

N l -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricarboxamide, 
; : l-N-{(lS^R)-l-(3,5-cUfluorobenzyl)-2^ 

20 iodoben2yl)amino]propyl} -5-oxo-5-(l-piperidinyl)pentanamide trifluroacetate, 

5-(aminosulfonyl>N 1 -{(lS,2R)-l-benzyl-2-hydro^ 
methoxybeii2yI)amino]propyl}^ 

N l - {(lS,2R)-l-benzyl-2-hydroxy-3-[(3-^ - 
N 3 ,N 3 -dipropyl-5-(l -pyrroUdinylsuIfonyl)isoph1iialamide, 
25 N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybei^ 
[(me1hylamino)sulfo^ 

N l -{(lS^R)-14)en2yl-2-hydroxy-3-[(3-me1hoxybenz^ 
[(dimethylamino)sulfon^^^ 

N- {(lS,2R>l-beazyl-2-hyd^ 
30 methyl-3-(methykulfonyl)propa]iaiiiide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)ainin 
(methylsulfonyl)propanamide, 

2-ammo-N-{(lS,2R>^ 
methoxybenzyl)amino]pn)py]}4,34^ 
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N- {( 1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3^ -5- 
(mefhylsu!fonyl)pentanamide, 

N 1 - {(1 S 3 2R> 1 -benzyl-2-hydroxy-3-[(3-methoxybe^ 
phenylsuccinamide, 
5 (3R>]^-{(lS,2R>l-benzyl-2-hydio^ 
2,2,3-trimethylbutanediamide, 

N- {(1 S 3 2R)-14)enzyl-2-hydioxy-3-[(^^ -3- 
[(dipropylamino)sulfonyl]propanainide, 

^-{(1 S,2R)-l-ben2yl-2-hydroxy-3-[(3-methoxybenzyl)ainm - 
1 0 N^N 5 -dipropylpentanediamide 3 

N-{(LS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyO 
oxo-4-(l-piperidinyl)butanamide, 

N l - {(1 S,2R)- 1 ^enzyl-2-hydroxy-3-[(3-methoxybenzyl)anm - 
^l^-dipropylsuccinamide, 
15 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl) 
oxo-5-{l -piperidinyl)pentanamide, 
N 1 -{(lS,2R)4-benzyL^^^ 
phenylpentanediamide, 

, ,N-{(lS£R)44>enzyl-2-hydro^ 
20 dime4yl^bxo-4^1-piperidinyl)butanamide, 
N-{(lS£R)-14>en2yl-2-hydro^ 
(isopentylsulfony^butanaimde, 

N l -{(lS,2R>l-benzyl-2-hydroxy-3-[(3-methoxybenz^ 
dimethyl-l^^^propylsuccinainide, 
25 N- {(1 S 3 2R)~ 1 -ben2yl-2-hydroxy-3-[(3-m -4- 

[(dipn>pylamino)si^^ 

N- {(1 S,2R)-l-benzyl~2-hydroxy-3-[^ -4- 
[(methylanilino)siilfonyl]butana2nide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)aiim 
30 [(methylanilino)sulfonyl]propanamide, 

N-{(lS^R>l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)aiiiino]propyl} acetamide, N- {(1 S 3 2R)- 1 -benzyl-2-hydroxy-3-[(3- 
methoxyben2yl)amiiio]propyl } -3-(isopentylsulfonyl)propanamide, 
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N.{(lS^R>H3>5-dmuorobenzyI)-2-hydroxy-3-[(3. 
iodobenzyl)anrino]propy^^ 

N-{(lS 5 2R)-l-benzyl-2-hydroxy-3-[(3-iodobeiizyl)amin 
(l-piperidinyl)peiitanamide and 

5 N-{(lS^RH-(3,5-dmuorob^ 

iodobenzyl)amino]propyl}-3-[(dipropylainino)sulfonyl^ 

N^(lS;2R)-l-benzyl-2-hydroxy-3-[(^^ 
ethyl-N 3 ,N 3 -dipiopylisophthalamide, 

NM(lS;2R)-l-ben2yl-2-hydroxy^ 
10 isobiityl-N 3 ^ 3 -dipropylisophthalamide, 

N l - {(1 S^R>l-benzyl-2-hydroxy-3-[(3-m^ -5- 
tert-butyl-N 3 ,N 3 -dipropylisophthalamide, 

N l - {(1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} -5-cyano-N 3 - 
propylisophthalamide, 
15 N 1 -{(lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
methoxjrt)enzyl)amino]propyl}-N 3 ^ 

N 1 -{(lS,2R)-l-ben2yl-2-hydroxy-3-[(3-metboxybenz^ 
N 3 ^ 3 -dimethyl-N 5 ^ 5 Hdipro^ 

N4(lS£R>3-ami^ 
20 benzeuetricarboxamide, 

N^(lS^)-l-ben2yl-2-hydro^ 
1,3,5-benzenetricarboxamide, 

N ! -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-mefhoxyben^ 
propyl- 1 ,3,54>enzenetricarboxamdde, 

25 N-{(lS,2R)-l-Benzyl-2-hydroxy-3-[(3-metiioxyben2yO 
|bulyiyl(pit)pyl)amino]-5-me&ylbCTizainide, 

N- {(lS^)-l-benzyl-2-hydroxy-3-[(3-m -1 - 

propyl- 1 H-indole-6-carb oxamide, 

N-KlS^-HS^-difluorobCTzyl^-hydroxy-S-KS- 
30 methoxybenzyl)amino]propyl } - 1 -propyl- 1 H-indole-6-carboxamide, 

^-{(IS^H^S-difluorobe 
hydroxypropyl} -5-me%l-N 3 ^ 3 -dipropylisophthalamide, 

N4(lS£R>3-[(3-aminobenzyl)ai^^ 
hydroxypiopyl]-5-methyl-N 3 ^ 
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N-{(lS,2R)-l-(3,5-<iifluorobenzyl)-2-hydit>xy-3-[(3- 
iodoben2y])amiiio]propyl} octanamide, 

N 3 -[(lS,2R)-l-(3 > 5-difluorobenzyl)-2-hydroxy-3-({l-metliyl-l-[3- 
(tri£hioTometfayl)phenyl]e^yl}amino)propyl]-N 5 ^ 5 ^propyl-3,5- 
5 pyridinedicarboxamide, 

N^(lS^>H3^^IffluoiobenzyI)-2-h^^ 
(trifhioramethy^ 
dipropylisophthalamide, 

N l -((lS,2RH^3,5^fluott)^^ 
10 dihydro-lH-indea-l-yl]amino}propyl)-5-m 

N^(lS3)-H3,5-dmuorobe^ 
ylamiuo]-24iydroxypropyty^ 

N-{(lS,2R)-l<3 a 5Kimuorobenzyl)-2-hydn)xy-3-[(^ 
iodobenzyl)amino]propyl} -3-methylbenzamide, 
15 ^-[(lS^RH^^fluorobe^ 

ylamino)propyl]-5-methyl-N 3 ,N 3 -dipiopylisophthalainide, 

Ny(lS^)-l-(3,5-difluoro^ 
5-me1hylcyclohexyl]amko}pro^^ 

N\N X KliaUyl-5^Woip-N 3 -{(lS,2R)-^ 
20 [(l-methyl-l-phenylethyl)amino]propyl}isophthalamide, 

N^^aUyl-S^Moro-N 3 -^ 
[( 1 -methyl- 1 -phenylethyl)amino]propyl} isophthalamide, 

N 3 -{(lS^R>H3,5Hiifluorobenzyl>2.hydroxy-3-[(l- 
phenylcyclopentyl)amino]propyl}^ 
25 N 1 - {(lS£RH<3,5^uorobenzyI>3-[(3^^^ 

hydroxypropyl} -5-methyl"N 3 ^ 3 -dipropylisophthalamide, 

N ! <(lS;jR)-H3,5-difluoix^ 
2-hydroxypropyl)-5-methyl^ 

N ! -((lS^)-H3,5^fluorobenzyl)-3-{[(4,5^ethy^ 
30 furyl)methyl]ani^ 

NMOS^RH^S-difhiorob^ 
phenylcyclopentyl)amino]pro^ 

N4(lS,2R>3-(cyclopropylai^^ 
hydroxypiopyl]-5-methyl-N 3 ,N 3 Hiipropylisopbthalamide, 
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N l -[(lS,2R>3-[(cyclopro^ 
hydroxypropyl]-5-mefr^ 

^-{(lS^KS^^uorobenzyl^-hydroxy^-KS- 
iodobenzyl)amino]propyl} -N 5 ,N 5 -dipropylpentanedianiide, 
5 N 3 -{(1S,2R> l<3,5^fluorobenzyl>3-[(2-furylme%I)an^ 

hydroxypropyl} -N s ,N 5 KUpiopyl-3,5-pyridinedi(^rboxainide 5 

N l -{(lS^R)4-(3,5^fluorobenzyl)-2-hydroxy-3-[(tet^ 
fia^ylmethyl)ammo]prop 

N 3 -{(lS,2R)-l.(3,5^fhiombenzyl).2-hydioxy.3-[(l- 
10 phenylcyclopropyl)amino]pix^^ 

N 1 - {(lS£RH<3,5Kiifluorobe^ 
azepanyi)^^ 

N l ^(lS£R>H3,5^Iifhior^ 
ftuyl)methyl]aminofr 
15 N^lS^-H^S^uorob^ 
fiu^ylmethyl]amino}propy^ 

5^Moro-NM(lS,2R>H3,5^fluoro^ 
phenylethyl)amino]propyl}-N 3 ^^ 

NM(lS,2R)-1^3,5-dift^ ; ; . 
20 isopropenylbenzyl)amino^^ 

N 1 - {(lS£R)-l-(3,5-difluorobe^ 
propoxyethyl)amino]propyl}-5-me^ 

N l -[(lS,2R>l<3,5^uorobenzyl)-3^exylamino)-2-hydrox 
inethyl-^^-dipropylisophthalamide, 
25 N-{(lS^RH<3,5^uoroben^ 

iodobenzyl)amino]propyl} -4-(3-methyl-5-oxo-4,5-dihydro- 1 H-pyrazol- 1 - 
yl)benzamide, 

methyl 4-({[(2R,3SH-(3,5-difluorophenyl).3-{{3- 
[(dipropylamino)carbonyl]-5-metliylbenzoyl} amino)-2- 
30 hydroxybutyl]ainino}methyl)be(nzoate, 

NM(lS,mH<3,5^uorobe^^ 
methoxyethyl)ammo]propy 

N l -{(lS^R>H3,5-difhiorobenzyl>2-hydroxy-3-[(5- 
isoxazolylmethytyaminojpro^^ 
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iodoben2yl)anmo]propyl} -tf 

N 3 <(lS^)-H3,5^uorobenzyl)-2-hy<toxy-3-{[(2S>te^ 
fai^ylmethyl]amino}propyl)-N^^ 
5 N 1 -{(lS,2R)-l.(3,5^fluorobenzyl).2-hydroxy-3-[(2- 
methoxybeazyl)airrino]pro^ 

NM(lS,2RH-(3,5-difluorob^ 
isopiopyIbenzyl)amino]propyl}-5-m 

4-(butyrylamino^ 
10 iodoben^l)amiiio]propyl}be3izamide, 

^-[(lS^R^-KS-anrin^^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 HKpropylisophthalamide, 

N 3 -[(lS,2R)-3-(benzylamino)-l^^ 
N 5 ,N 5 ^propyW,5-pyridinedicaxboxamide 1 -oxide, 
15 NM(lS,2RH<3 s 5-dmuorobe^ 
iodobenzyl)amino]propyl}^^ 

N^(lS,2RH-(3,5-difluoiobe^ 
2-ylmethyl)ammo]propyl}^ 

NM(lS,2RH<3,5^uoroben^ 
20 hydroxypropyl} -5-methyl-N 3 ^ 3 ^propylisophthalaxnide s 

N^(lS£RH<3,5KMuorobe^ 
yl)methyl]amino}propyl)^ 

N^lS^RH-frS-dffluorob^ 
yl)methyl]amino}-24iydra 
25 N ! -((lS,2RH^3,5^muorob^ 
oxoazepanyl]amino}propyl)-5-met^ 

N^(lS,2R)-3-(cyclobutylanm^ 
5-methyl-N 3 ^-dipropylisophthalamide, 

N^(lS,2R)-3^utylaminoH-^ 
30 ethynyl-N 3 ^ 3 -dipropylisophflialainide, 

N l -{(lS^)-l<3,5-dfluoK)bCTzyl>3-[(3-ethylbenzyl)am^ 
hydroxypropyl} -5-ethynyl-N 3 ^ 3 -dipropylisophtfaaIamide, 

N^(lS^H^3,5Kiifhioroben^^ 
5-methyl-N 3 ^ 3 -dipropylisophtfaalamide, 
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N 3 <(lS£RHK3,5-dmuo^^ 
fuiyl)methyl]aiimo} 

NM(lS^>H3,5^uorobenzyl^^^ 
phenylethyl)amino]propyl} -N 5 ,N 5 -dipropylpentanediamide, 
5 N^OS^M^S-dmuoro^ 
2-hydroxypropyl)-5-methyl-N 3 ^^ 

N^(lS,2R)-l<3,5-difluorobenzyl)-2-hydroxy-3 
isoxazx>lyl)methyl]amino}pn)^^^ 

^-((1 S,2R>1 -(3 9 5-difluorobenzyl)-2-hydroxy-3- {[(2-isobutyl-M-tbiazol- 
10 5-yl)methyl]ammo}pK>pyl)-5-m^ 

N-{(1S,2R)-H3,5^uorobenzy0 
hydroxypropyl}-3-[(dipropylamino)sulfonyl]propaiiaim 

N I -{(lS,2R)4-benzyl-2-hydroxy-3-[(2-phoiylethyl)amm 
dipropylisophthalamide, 
15 N ! K(lS^)4-benzyW-{[2-(2-cWorophenyl)ethyl]amino 
hydroxypropyI)-N 3 ,N 3 -dipropyBsophfhalainide s 

N'<(lS^>l-beiizyl-^^ 
pyixolidinyl)propyl]a^ 
: / * N^(lS,2R)4-ben^l-3-^ 
20 N 3 ,N 3 ^iipropyIisoplithalamide, 

N 1 -[(lS^>l-benzyl-3-(cyclopn>pylaiBino)-2-hy^ 
dipropylisophthalamide, 

NM(lS£R)-l-benzyl-2-hydro^^ 
N ,N -dipropylisophthalamide, 
25 N"[(lS^R>3-(benzylamino)-l<3,5-difluorobenzyl)-2-hyd^ 
(butylsulfonyl)benzamide, 

N4(lS£R)4-benzyl-3<{2-[(2^%^ 
hydroxypropyl]-N 3 ^ 3 ^propyUsophthalamide, 

N^(lS;2RH-benzyl-2-hydr^^ 
30 inden-l-yl]amino}propyl)-N 3 ^ 

N^(lS£R>14)enzyl-24i^^ 
hydroxyphenyl)ethyl]amm^ 

N^(lS^>14>eai2yl-3<cycloh^ 
dipropylisophthalamide, 
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N l -{(lS^H-benzyl-3-^ 
hydroxypropyl} -N 3 ^ 3 ^pn>pylisophthalamide, 

N^(lS;2RH-benzyl-3-[(2-to 
dipropylisophthalamide, 
5 N-{(lS,2R>l<3 s 5^uorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -3^dimethylainino)ben2aiiiide, 

N-{(lS^R)4^3,5-dfluorobenzyl)-2-hydit>xy^3-[(3- 
methoxyb€nzyl)amiiio]propy]}-l-naphthamide, 

tf-KlS^RH-beuzyW 
10 fuiyl} methyl)sulfanyl]ethyl} amino>2-hydroxypropyl]-N 3 ,N 3 - 
dipropylisophthalamide, 

N 1 -[(lS,2R>l-benzyl-3-({2-[(2-chloix^6- 
fluorobenzyl)sulfanyl]ethyl} 
dipropylisophthalamide, 
15 N4(lS,2R)-34([l,r-W^^ 

2-hydn)xypropyi]-5-methyl-N 3 ^-dipropyKsophthalamide, 

N 1 -[(lS,2R)4-(3,5^fluorobenzyl)-2-hydroxy-3-(l-naphthylartm 
5-methyl-N 3 ^ 3 ^propylisophthalamide, 

„ nMcis^r^i-^^^ 

20 ylmethyl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 
N^(lS,2RH-(3>5^fluoiobenzyl)^^^ 
5-yl)methyl]amino}propy 

N^(lS,2R^(3,5^uorobenzy^ 
2-yl)me%l]amino}propyl)-5-methy^ 
25 N^(lS;2R>3-{[(2-butyl^^ 
difluorobenzyl)-2-hydrox^ 

N'-KlS^-S-tfCe^MoroM^ 
(3,5Kffluorobenzyl>24iydroxypro^ 

N^(lS,2R)4<3,5^uorobenzyl)-2-hydioxy-3-{[(l-me%i-lH^ 
30 benzimidazol-2-yl)methyl]amk^ 

N l <(lS,2R>1^3,5^uorobenzyl>2-hydroxy-3-{[(2-hyd^ 
naphthyl)methyl]aiiiino}propyl)-5-^ 

N 1 <(lS^R)4^3,5Kiifluon>benzyl)-2-hydroxy-3-{[(4^ 
yl)methyl]amino}propyl)-5-methyL^ 



WO 02/02512 PCT/US01/21012 

401 

N^(lS,2R>H3,5^uorobenzyl>3^ 
dihydro-lH-pyrazol^ 
dipropylisophthalamide, 

N 1 -[(lS,2R).3^{[5^yano-6<methylsulfanyl)-2-pyridin 
5 (3,5^fluorobenzyl)-2-hydroxy^^ 

[5^{[(2R^S)^3,5^fluorophOT^^ 
methylbenzoyl} amino)-2-hydroxybutyI] amino } methyl)-2-fury l]methyl acetate, 

N4(lS,2R)-3-[(l-benzofuran^^^ 
hydroxypropyl]-5-methyl-N 3 3 3 -^propyUsophthalamide, 
10 methyl 4-({[(2R,3S)-4«(3,5-difluon)phenyl)-3-({3- 

[(dipn>pylamino)carbonyl]-5-methylbenzoyl} aniino)-2- 
hydroxybutyl]amino}me^ 

N l -[(lS,2RH^3,5^fluorobei^ 
pyirol-2-yl]methyl}ainino)propy^ 
15 N^(lS,2R)-l-(3,5-difluorob^ 
yl)methyl]a^^ 

N^(lS,2R)-3-{[(4-chloi^ 
(3,5^ifluorobenzyl)-2-hydK>xypropyl] : 5-me^ 

20 4-yl)methyl]aiiiino}-2rhydro^ 

N l -[(lS,2R)-3-{[(5-cMoro-^^ 
yl)methyl] amino} - 1 -(3 ,5 -difluorobenzyl)-2-hydroxypropyl] -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide, 

N^ClS^H^S^fluorobe^ 
^ 25 yl)methyl]a2nino}propyl)-5-methyl-N 3 ,N 3 -diprop 
N^(lS;2R)-3-{[(5^hIoro-2^ 
2-hydroxypropyl]-5-methyl-N 3 ^ 3 ^propylisophthaIamide» 

N^(lS,2R>H3,5^ftaoioben^^ 
thienyl)methyl]amino}propyl>^^ 
30 NM(lS,2RH-(3,5^uoroben^ 
qumolmylmethyl)anuno]pro 

NM(lS;2RH<3,5^fluorobenzy^^^ 
quinoIiny]me<hyl)amm^ 
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N^(lS^)-H3,5^uoroben^ 
yl)methyl]ammo}pro^ 

N l -[(lS^>3-{[(l.benzyI-lH-indol-3-yl)methy^ 
difluoroben2yl)-2-hydroxypropyl]-5-methyl-N^N 3 
5 ^-((IS^RH^Snimuorobe^ 
yl)methyl]ammo}propyl)-5-^ 

*jM(lS^RH<3,5^fluorobe^^ 
methyIphenyI)sulfonylHH^^ 
dipropyUsophthalamide, 
10 N 1 -[(lS,2R>3-{[(2-butyl-lH-imida2ol-5-yl)^ 
difluorobenzyl)-24iydroxypro^ 

methyl 3-({[(2R,3S)^-(3 5 5-difluorophenyl)-3-({3- 
[(dipiopylamino)caxbonyl]-5-methylbaizoyl} amino)-2- 
hydroxybutyl]amino}methyl>lH-indole^^arboxylate, 
15 34({(lS,2R)-l-benzyl-2-hydix>^ 

amino)carbonyl]-5-(butyl(butyiyl)amino]be^ diethyl phosphate, 

N 1 - {(1 S,2R)- 1 -benzyl-2-hycht)xy-3-[(3-methoxybenzyl)aird^ -5- 
(cyanomethyl)-N 3 ^ 3 -dipiopylisophthalamide, 
N 1 - {(1 S^)-l-benzyl-2-hydroxy-3-[p^ 
20 (hydroxymefliyl)-N 3 ^ 3 ^pro^ 

N l -{(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxyben2yl)amm 
ethynyl-N 3 ,N 3 -dipropylisophthalamide, 

N 1 -{(lS^)-l-benzyl-2-hydroxy-34(34odobenzyl)ainm 
dipropyl-5-prop-l-ynylisophthalamide, 
25 N l -((lS^R)-l-benzyl-2-hydroxy-3-{[3- 
(trifluoiomethyl)benzyl]^ 

N I -{(lS 3 2R)-l-ben2yl-2-hydroxy-3-[(3-iodoben2yl)am^ 
e&ynyl-N 3 ^T 3 -dipropyIisophthalamide, 

N l -{(lS,2R)-l-ben2yl-3-[(3-fhiorobenzyl)aiBm 
30 ethynyl-N 3 ^ 3 ^propy!isophthalamide, 

N l - {(lS^R>l-benzyI-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} - 
N 3 ,N 3 ^propyl-5^8-quinolinyl)isophthdamide, 

N 3 - {(1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3 -methoxybenzyl)amino]propyl} -4 f - 
methoxy-N 5 ^ 5 -dipropyl[l, 1 r -biphenyl]-3,5-dicarboxamide, 
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N 3 -{(lS^)-H3,5^uorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propy 1} -N 5 ^-dipropyl[14 f -biphenyl]-3,5^caiboxamide, 

N 3 -{(lS^>l-benzyl-2-hydroxy^^ 
N 5 ,N 5 -dipropyl[l, 1 f -biphenyl]-3,5-dicaiboxamide, 
5 NMOS^H-benzyW-hydro^ 
[(dime1hylamino)sulfon^^ 

N 3 -{(lS,2R)4-benzyl-2-hy^ 
[(dimethylamino^ 

NM(lS,2R)-l-benzyl-24iydr^ 
1 0 N 3 ^f 3 -dipropyl-5-(3-thienyl)isophthalamide 9 

N-{(lR£R)-l-(3,5^uorobe^ 
methoxyben2yl)amino]propyl}-3-methyl-5-pentanoyft 

NV4-hydroxybutyl>N^ 
methoxybenzyl)ammo]pro 
15 N 1 -{(lS,2R>2-hydroxy4^4-hydioxybenzyl)-3-[(3- 
methoxybenzyl)amino]propyl}^^ 
propylisophtbalamide, 

^-{(lS^^-hydroxy-H^hydroxybenzyl)^-^- 

*. ... 

methoxybenzyl)amino]propyl}-5-methyl-N ^j^-dipropylisophthalamide, % : 
20 N^(lS,2R>14>enzyl-3- {[3-(2,4-dimethylphenyl)propyl]ammo}-2^ 

hydroxypropyl)-5-methyl-N^ 

N ! -((l S,2R>l-benzyl^ 
methylphenyl)propyl]an^ 

NM(lS;ZR>l-benzyl-2-hydr^ 

25 methyl-N^^-dipropylisophthalamide, 

N-{(lS;2RH-benzyl-2-^^^ 
dSoxo-2-propyl-5-isoindolinecaiboxanude, 

N-{(lR,2R)-l-benzyl-24iydro^ 
bromo-5-methylbenzamide, 
30 3-bromo-N4(lS,2R>l<3,5^uorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyI)amino]propyl}-5-methylbenzainide, 

N 1 - {(1 S^>l-benzyl-2-hydroxy-3-[(3-^ ^ 
methyl-^^-dipropyKsophthalamide, 
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NM(lS£R)-l-(3,5^imuorob^ 
methoxybenzyl)amino]propyl} -4-methyl- N^^^ypropyji sophthalamide, 

N 3 - {(1 S,2R> 1 -benzyl-2-hydroxy-3-[(3-mellioxybenzy])amino]propyl} -4- 
methyl-Nl^-dipropylisophlhalamide, 
5 N4(lS^)-l-b€myl-2-hydro^ 
furyl}-5-methyIbenzairdde, 

N-{(lS^R)-l-ben2yl-2-hydroxy-3-[(3-methoxybenzyl)amino]propy 
3%5,5Mrimethyl-l,l '-biphenyl-S-carboxamide, 

S^Acetyl-N^ClS^RJ-l-benzyl^-hydroxy^-tCS- 
10 methoxybenzyl)amino]propyl}-5-^^ 

N-{(lS,2R)-i-benzyl-24i^^ 
me^oxy-S-methylflJ-biphenylJ-S^aiboxainide, 

N-{(lS,2R)-l-b<mzyl-2-hydro^ 
methyl[l ,r-biphenyl]-3-carboxamide, 
15 N-{(lS,2R)-l-ben2yi-2-hydroxy-3-[(3-methoxybenz^ 
methyl-5^2-tWenyl)benzamide, 

N-{(lS^R>l-(3 > 5^uorobenzyl)-2-hydroxy-3-[(3-metho^ 

: 

N-{(lS^)-l-(3,5-difl^^ 
20 propyl}-3-methyl-5-(3-thienyl)benzamide, 

N- {(1 S^R)-l-benzyl-2-hydroxy-3 -[(3-methoxybeiizyl)amm -4- 
methyl-3-(3-tiiienyl)benzamide, 

N^(lS,2R)-l-Benzyl-2-hydro^ 
N 3 ,N 3 JSf,N 5 -tefrapro^^ 
25 NM(lS,2R)-H3,5-Difluoro^^ 
hydroxypropyl}-N 3 ;N 3 ^pro^^ 

Ethyl 3-[({(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
met]ioxybOTzyl)ammo]propyl}aniino)caibonyl]-5- 
[(dipropylamino)carbonyl]benzoate, 
30 N ! -{(lS,2R)-2-Hy<fr^ 

methoxybeii2yl)amino]propyl}-N 3 ,N 3 -cKpropy 

N^(lS^)-l-Benzyl-2^hydro^ 
N ,N ^propyl-5-{[(trifluorometo^ 
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5-Amino-N l -{(lS^R)4-benzyl-2-hydroxy.3-[(3- 
methoxyben2yl)amino]propyl} -N 3 ^ 3 -dipropyIisophthaIamide, 

N ! -{(lS,2R)-l-Benzyl-2-hydK)xy-3-[(3-methoxybenzyl)anm 
N 3 ^ 3 ^piopyl-5-[(tiifluon>^ 
5 NM(lS^)-l-Beai2yl-24iydroxy^ 
[(methylsulfonyl)ami^ 

N 1 -{(lS,2R)4-Benzyl-2-hydroxy-3-[(3-meto 
N 3 ^ 3 ^propyl-5-[(thien-2-yIsulfonyl)amino]isophthalamide, 

N 1 -{(lS,2R)-l-Benzyl-2-hydioxy-3-[(3-methoxyben2y 
10 N 3 ,N 3 ^propyl-5-[(thien-2~ylcaibonyl)amii}o]isophthalaniide, 

N 1 -{(lS,2R)-l-Benzyl-2-hydioxy-3-[(3-methoxybenzyl)ai^ 
(mettocryloylamino^ 

NM(lS,2RH-Benzyl-2-hydroxy-3^ 
[(2^Kiimethylpropanoyl)aii^ 
1 5 N 1 - {(1 S,2R)-1 -Benzyl-2-hycfroxy-3-[(3-me^^ -5- 

[(phenylsulfonyl)ami^ 

N- {(1 S,2R)-1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} -5- 
(methyIfhio)pentanamide, 

tert-butyl (2J^3S)-3-({3r[((Upropyl^^ 
20 hydroxy^phenyMtyl(3-metJioxybenzyl)carbainate 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxyben2yl)amino]propyl}-3- 
methyl-5-[propionyl(propyl)amino]benzamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-^^ 
butyl- lH-indole-5-caiboxamide, 
25 N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3-methoxybCT2^ 
bromo-5-methylbenzamide, 

N- {(lS,2R>l-ben2yl-2-hydmxy-3-[(3-methoxybenzyl)amino] -3- 
[butyl(propionyl)amino]-5-inethyIbenzamide > 

N-{(lS£R)-l-benzyl-2-hydro^ 
30 methyl-l-propyHH-indole-6-carboxamide, 

N-{(lS,2R)-l-ben2yl-2-hydro^ 
propylbutyl)-lH-indole-6-carboxamide, 

N ! -((l S^H -benzyl-2^^^ 
. yl)methyl]amino}piopyl)-5-^^ 
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NM(lS,2R>H3,5^uorobe^^ 
hydroxypropyl} -N 3 ,N 3 -dipropyl-5- 
{[(trifluoix>methyl)su^^ 

3-[({(lS^R)-l-benzyl-2-hydroxy-3.[(3- 
5 me1hoxybaizyl)aniino]propyl} amino)carbonyl]-5- 
[(dipropylamino)carbonyl]ben2oic acid, 

NM(lS,2RH<3,5Klifluorobtmyl)^ 
hydroxypropyl}-N 3 ;N 3 -di^^ 

N- {(1 S,2R)- 1 -benzyl-2-hydioxy-3 -[(3-methoxybenzyl)amino]propyl} -2- 
1 0 (dipropylamino)isonicotinamide, 

N-{(lS£RM<3,5-dmuoro^^ 
iodobenzyl)amino]propyl}-2-hy<to^ 

N^KlS^R^l^^-^uoiobenzy^hydroxy-S-KS- 
iodobenzyl)amino]propyl} -4-hydroxy-N3 -methylisophthalamide, 
15 N-{(lS,2R>H3>difluoiobe^ 
iodobenzy])amino]propyl}-2-hyto 

5-(aminosulfonyl)-N- {(lS^RJhl-C^S^m^ 
iodobenzyl)airdno]propyl}-2-methoxybeiizamide, 

N-{(lS;ZR>l~(3>difto^ 
20 iodobenzyl)amino]propyl}^ 

N-{(lS,2R>H3,5^uorobe^^^ 
iodobenzyl)amino]propyl}-2^ 

NM(lS;2RHK3,5^uorobei^ 
methoxybenzyl)amino]propy^ 
25 dipropyHsophthalamide, 

N l -{(lS^R>H3,5^uorobenzyl>2-hydioxy-3-[(3- 
methoxybenzyl)amino]pro^^ 

3<cyclohexylcaibonyl)-N^ 
methoxybenzy I)amino]propyl} -5-methyIbenzamide, 
30 N 1 -{(lS^)-H3,5-^uorobeazyI)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]piopyl} -5-methyl-N 3 -propylisophthalamide, 

3-[cyclohexyl(hydro^ 
hydroxy-3-[(3-methoxybenzyI)ai^ 
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N I -{(lS,2R>l-(3,5^1ifluoiobaizyl)-3^(3^thylbeiizy0ammo]-2- 
hydroxypropyl}-5^4-methyl-l,3-oxazol-2-yQ-N 3 ^ 3 ^propyUsophthalamide 

N 3 -{(lS,2R)-H3,5^ucm)benzyl)-3-[(3^ylben2yl)amino]-2- 
hydroxypropyll-^N'^iopy^yridine-S.S-dicarboxamide, 
5 ^-((lS^HS.S-difluorobenzyl^-hydroxy-S-ftfS-isobutyl-U,^ 
oxadiazol-5-yl)methyI]amino}propyI)-5-mefliyl-N 3 ^ 3 ^propyUsophfcalarnide, 

N 3 -{(lS^R>H3,5^flu(MX)ben2yl)0-[(3^thynylbeiizyl)amiiio]-2- 
hydroxypropy 1} -^^^ipropylpyridine-S.S-dicarboxamide, 

N 3 -{(lS^R)-l-(3,5-difluoioben2yl>2-hydToxy-3-[(3- 
10 isopropylbenzyl)amino]propyl} -N 5 ^ 5 ^propylpyridine-3,5-dicarboxamide, 

^-((lS^^HS^-difluorobenzyQ^-hydroxy-S-iP^hydroxybut-l- 
ynyl)benzyl3anuno}propyl)-5-methyl-N 3 ^ 3 ^propyIisophthalamide, 

l-{3-[({(lS,2R)4<3,5-difluoiob6nzyl)-3-[(3^yIbenzyl)amino]-2- 
hydroxypropy 1} anuno)carbonyl]-5-methylbenzoyl}-L-proIinaDiide, 
15 ^-{(lS^R^HS.S-difhiorobei^l^S-KS^^njenzylJamino]^- 
hydroxypropyl}-N 3 -isopropyl-5-me1hylisophthalairiide, 

N 1 - {(lS^R)- K3,5-difIuorobenzyl)-3^(3^tbylbenzyl)amiiio]-2- 
hydroxypropyl}-N 3 -ethyl-N 3 ,5-dimetbyUsopbthalamide, 

N^(lS^RM-(3,5^uorobenzyl)-3-[@^^^ 
20 hydroxypropyl}-N 3 ,5-dimethyl^ 

N^(lS,2RM<3,5Kiffluorobe^ 
hydroxypropyl}-N 3 -isobutyl-5-methylisophthalai^ 

N^sec-butyl^ 
ethylbenzyl)amino]-2-hydroxypropyl} -5-methylisophthalamide, 
25 N l -butyl-N 3 -{(lS^)-l-^ 

hydroxypropyl} -5-methylisophthalamide, 

N l -{(lS^R)-H3,5^uoroben2yl>3-[(3^thylben^ 
hydroxypropyl} -N 3 ^N 3 -diethyl-5-methylisophthalamide, 

NM(1S^)-M3,5^ffluorobenzy^^ 
30 hydroxypropyl} -N 3 ,5*^imethyl-N 3 -propylisophthalamide, 

N^(1S;2R)-H3,5^uoioben2^^^ 
hydroxypropyl} -N 3 4sopropyl-N 3 ,5-KlimethyKsophthalamide, 

N l -butyl-N 3 -{(lS^)4^3,5Hiifluoroben2yl> 
hydroxypropyl} -N l ,5-dimethylisophtiialamide, 
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NM(lS^H^3,5^uorobenzyl>3-[(3^ 
hydroxypropyl} -N 3 -isobutyl-N 3 ,5-dimetiiylisophthalamide, 

NM(lS^HK3,5^uorobenzyl)^^ 
hydroxypropyl} -^-ethyl-S-methyl-N^propylisophthalamide, 

5 NMClS^HW-difo^ 

hydroxypropyl} -N 3 ^thyl-N 3 4sopropyl-5-methyUsophthalamide, 

N\N 1 ^aUyl-N 3 -{(lS,2R)4^3,5Ktifluorobenzyl)-3-[0 
2-hydroxypropyl}-5-methylisophthalainide, 

3-(aze^an-l-ylcarbonyl)-N^ 
1 0 ethylbenzyl)am ino]-2-hydroxypropyl} -5-methylbenzamide 

N-{(lS,2RH~(3,5-difluorobe^ 
hydroxypropyl} -3- [(4-hydroxypiperidin- 1 -yl)carbonyl]-5-methylbenzamide, 

N-{(lS^R>H3,5^uorobenzyl>3-[(3^thylbenzyl)an^ 
hydroxypropyl} -3- [(34iydix>xypiperidin-l-yl)caibon^ 
15 ^-{(1 S,2R)^3,5Hiifluorobenzyl)-34P^ 

hydroxypropyl} -N 3 ,N 3 -diisopropyl-5-methylisophthalamide, 

N l ~butyl-N 3 -{(lS,2R>H3,5^fta^^^ 
hydroxypropy^-N^thyl-S-methylisophthalamide, 

N^cyclopropylme^ 
20 ethylbenzyl)airrino]-2-hydroxypropy^ 

l-{3-[({(lS,m)-H3 5 5^uorobenzyl)-3-[(3-ethyIbei^ 
hydroxypropy l}amino)caibonyl]-5-me1hylbmzoyl}-D-prolinanii 

N^cyclohexyl-NMCIS^ 
ethylbenzyl)amino]- 2-hydroxypropyl}-N\5KiimethyUsophthdainide, 
25 N^(lS;2RH-(3,5KMuorobenzy^^^^^ 
methylphenyl)cycloprop yl]amino}propyl^ 

N 3 -[(lS£R)-H3,5^fluorob^ 
tetrahydronaphthalen-1 -ylamino)propyl]-N 5 ^ 5 -diisopropy^>yridine-3,5- 
dicaiboxamide, and 
30 N- {(lS£R)-H3,5-dMuorobenzyl>3^ 

hydroxypropyl} -3- {[(trifluoromethyl)sidfonyl]an^o}benzamide. 



24. A substituted amine of formula (X) according to claim 23 which is selected from 
die group consisting of: 
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N l -{(lS^HK3,5^iiorob^ 
methoxybenzyl)amino^ 

NM(lS,2R)-H3,5^uorobenzy^^ 
hydroxypropyl} -5-methy l-N 3 >N 3 -dipropyKsophthalamide, 
5 N^(lS,2R)-l-beiizyl-2-hydroxy-3^ 
N 3 ^t 3 -dipropylisophthalainide, 

N ! K(lS,2R)-l-benzyl-24iydro 
hydroxyethoxy)ethyl]anm 

N l -{(lS^R)-3-[(2-aminobenzyl)ammo]-l-ben^ 
10 dipropytisophthalamide, 

NM(13,2R)-l-benzyl-2-hydro^^ 
dipropylisophthalamide, 

N^CClS^R^l-benzyW-hydroxy-S^P- 
(trifluoromethoxy)benzyl]amino}propyl)-N 3 ,N 3 
15 N^(lS,2R)-14>enzyl-3-[(3,5Klichlo^ 
N 3 ,N 3 -dipropylisophthalamide, 

N^(lS;2RH-benzyW^^ 
(trifluoromethoxy)ben^ 
•V- N^lS,2R)-l-beii2yl-3^^ 
20 N 3 ^ 3 -dipropylisophthalamide, 

NM(lS,2R)-14>eiizyl-3-[ai^^^ 
hydroxypropyl} -N 3 ,N 3 -dipropylisophthalamide, 

N 1 - {(1 S,2R)-1 -benzyl-3-[(3,4-dicUorobenzyl)amino]-2-hydroxyp^ - 
N 3 ^ 3 -dipropyIisophthalamide, 
25 N l K(lS^R)-14>en2yl.2-hydroxy-3-{[3^ 
(trifluoromethyl)benzyl]^^ 

N 1 -{(lS)4«benzyl-2-hydiDxy-3-[(3-methoxypropyO 
dipropylisophlhalamide, 

N 1 -{(lS^)-l-benzyl-3-[(3 9 4-dimethyIbenzyl)amin - 
30 N 3 JJ 3 -dipropylisophthalamide, 

N^(lS^HK3,5^uorobenzyl>2-hyto 
methyl-2-oxoethyl]amino}propyl)^^^ 

N^ClS^RyHS^^iifluorobenzylJ^-hydroxy^- {[(1 S)-2-^sobutylamino)- 
l-methyl-2^xoe%l]amino}propyl>^ 
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N ! -{(1 S,2R)4.(3,5^uorobenzyl)-2-hydroxy-3- {[(1 S)-2-(isobutylamino)- 
l-methyl-2K>xoethyl]amino}propy 

N 3 ^(lS^K3,5-dmuoiobenzyl)-2^hydn)xy-3- {[(lS)-2-(isobutylainino)- 
l-meihyt-2K)xoethyl]amino} propyl^ 
5 N^(lS s 2R)-l-(3 3 5^uorobenzyl)-2-hydroxy-3-{[2<isob^ 
dimethyl-2-oxoethyl]amino}pr^ 

N^lS^H^S^fluorobenzy^ 
oxoethyl]amino}piopyl)-5-methy^ 

N^(lS,2RM<3,5^uoroben^ 
10 [(isobutylamino)c^onyl]propyl}am 
dipropylisophthalamide, 

N x -[(lS,2R)-H3,5^fluorobenzyl)^hydroxy-3-({(lR)-l- 
[(isobutylanuno)c^onyl]propyl}a^^ 
dipropylisophthalamide, 
15 N4(lS,2R)-3<ben^lamii^ 
melhyl-N 3 ,N 3 -dipropylisophthaIainide, 
N^(lS,2R)4^3,5^iifluoro^^ 
oxopn)pyl]amino}propyl>5-methyl-N^ 
-N-[(1S,2R)^^ 
20 difluoroberayl)-2-hy(to 

N^(lS,2R)-H3,5^uorobenzyl^ 
[(isobutylamino)caibonyl]«2-me&ylpropyl}amino)pix)pyy 
dipropylisophthalamide, 

^-{(IS^^^^-^uorobenzyO^-hydroxy-S-KS- 
25 pyri(foylmethyl)amino]propyl}^ 

N l 4(lS,2R>3-{[(lS)-l>[(benzyloxy)me%l]-2-(isobutylamin 
oxoethyl]anaino}-l-(3,5-difluoroben2yl)-2-hydit)xypro^ 
dipropylisophthalamide, 

N 1 -{(1S,2R)-1-(3,5k1^ 
30 phenylethyl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 

N l -[(lS,2RH<3,5^uorobe^ 
[(isobutylamino)caibonyl]butyl} amino)piopyl]-5-mettiyl--N 3 JtNr 3 - 
dipropylisophthalamide, 
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N^(lS£R>H3,5^uorobe^ 
2-(isobufylamm^ 
dipropylisophthalamide, 

N 1 - {(lS,2R)-H3,5-^fluorobenzyl)-2-hydK)xy-3-[(2- 
5 phenylethyl)amino]propyl} -5-me%l-N 3 ,N 3 -dipix)pylisophthalamide, 

N^(lS^HK3> 5 -<^uorobenzyl)-2-^^^ 
methyl-N 3 ^ 3 -dipropylisophthalamide, 

N^(lS,2R)0<cyclohexylaminoH^ 
5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
10 N^(lS,2R)-3^utylainino)^^^ 
me1hyl-N 3 ,N 3 -dipropylisophthalamide, 

N l -{(lS^R)-l-(3,5^uorobenzyl>2-hydit>xy-3-[(3- 
methoxypropyl)ammo^ 

(lR,3S)-5-{[(2R,3S)-4-(3,5-difluoropheayl>3-({3^ 
15 [(dipropylamino)carbony^^ ,3- 
cyclohexanedicarboxylic acid, 

N4(1S,ZR>3-[([U^ 
hydroxypropylj-S-methyl-^^-dipropyUsophthdamide, 

^^(lS^RJ^^S^Scyrbb 
20 iodobenzyl)amino]propy^ 

N 1 -{(lS,2R)-l-(3 J 5-difluorobenzyl)-2.hydroxy-3-[(3- 
methylben2yl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropyli sophthalamide, 

N ! -{(lS,2R)-1^3,5-<Ufluorobenzyl)-2-hydn)xy-3-[(2- 
phenylpi^yl)amino]propyl}-5-meth^^^ 
25 N l -{(lS 9 m)-K3,5^uorobenzyl>2-hydroxy-3-[(l,^ 
ylmethyl)animo]propyty 

N 1 -{(lS,m>H3,5-^uorobenzyl)-2-hydroxy-3-[(2- 
thienylmethyl)amino]pro^^ 

N^(lS,2RH^3,5Kimuorobenzy^ 
30 tetrahyd^ 

NM(lS,2RW3,5^uoroben^^ 
pyrazinylme1hyl)ammofr^ 

N l -{(lS,2R)-H3,5^uoiDbeiizyl)-34(3,5-dimethoxyb 
hydroxypropyl} -5-methyl-N 3 ^ 3 -^propylisophthalamide, 
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NM(lS,2RH<3,5^uoiobra^ 
(trifluoromethyl)benzyl] 

N r -{(lS^)4K3,5^uorobenzyl)-2-hydioxy-3-[(7-me^ 
teto^ydio-l-naphthalenyQ 
5 N^lS^RH^Snimuorobenzy^^^ 
(trifluoromethoxy)benz^ 

N l -{(lS,2R)4K3,5«dmuorobenzyl)-3-[(3-fluoroba^ 
hydroxypropyl} -5-methyI-N 3 JM 3 -dipropylisophthalamide, 

N^KlS^^^^-dmuorobenzyO^-hydroxy-S-tCS- 
10 isopropoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N^(lS;2R)-3-[(34)romobeii^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 -dipropyUsophthalamide, 

N^(lS,2RH^3,5-difluorob^ 
tetrahydro-l-naph1hdenyI)ainino]pit)pyl}-5-methyl-N^ 

15 N4(lS;2R)-3^en2ylaminoH-^^^ 
methoxy-N 3 ,N 3 -dipropylisophthalamide 

N^(lS,2R)-3-(bemylaminoH^^ 
N 3 J^ 3 -dipropylisophthalamide ? 

N-[(lS,2R)-3-(benzyl^^ 
20 cWoro-N 3 ,N 3 -dipropyHsophthalamide, 

N 3 -[(lS,2R)-3^enzylainino)-l-(3,5-difluoroben^ 
N 5 JN 5 ^piopyl-3,5-pyridinedicarboxainide, 

N^(lS;2R)-3^enzylamino>H3 5 5^ 
fluoro-N 3 ,N 3 -dipropylisophthalamide, 
25 N^lS,m)-l«benzyI~2-liy(to^ 
N3^sf3-dipropylisophthalamide, 

N I -{(lS,2R>K3,5^uoit)benzyl)-2^hydroxy"3^ 
methoxybeozyl)amino]propyl} -N 5 ^N 5 -dipropylpentanedi amide, 

N 3 -{(lS^)4-(3,5-difluorobenzyl)-2-hydroxy-3-[(l,3-^ 
30 ylmethyl)amino]propy]}-N^ 

N-KlS^-KS^-dmuorobenzyl^hydroxy-S-KS- 
methoxybenzyl)amino]propyl} [l,r-biphenyl]-3-carboxamide, 

N 1 -[(lS^)-3^en2ylaiirino)-l-(3,5-difluorobei^ 
(2-mefhoxyefhyl)-N 3 -propylisophthalamide, 
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N l -{(lS^H^3,5^uorobe^ 
naphthalenylamin^^ 

N l -[(lR)-3-{[3,5-bis(ti^uorome%l)benzyl]amino}-H^ 
2-hy(koxypropyl]-5-metayl-N^ 
5 N l <(lS,2R>l-ben2yl-3-{[2-f^^^^ 
hydroxypropyO-^^HiipiopylisophtMamide, 

N l ^(lS,2R>l-benzyl-3-{[3-^^ 
hydioxypropyl)-N 3 ,N 3 -dipropyIisophthalamide, 

N*-((l S,2R)-l-benzyl-3- {[4-fluoro-3^trifluoro^ 
1 0 hydroxypropyl)-N 3 ^ 3 KUpropylisophthdainide, 

N*-((l S,2R)4-benzyl-3-{[4^Mo^ 
hydroxypropyl)-N 3 ^ 3 -dipropylisophthalamide, 

NM(lS)-14>emzyl-24iydro^ 
dipropylisophthalamide, 
15 Ny(lS;2RH-beii2yl-3-{[3<d^ 

hydioxypropyl^^^-dipropyUsophthalainide, 

N 1 -{(lS,2R)-l-b6nzyl-3-[(3^thoxybenzyl)ainm 
dipropylisophthalamide, 

NM(lS,2RH-benzyl-34(3-bromo4-fl^^^ 
20 hydroxypropyl}-N 3 ,N 3 -dipropylisophliialamide, 

N 1 -{(lS,2R)-l<3,5-difluoiobenzyl)-3-[(3,5-dimethylbenzyl)aniino]-^ 
hydroxyptopyl}-5-me1hyl-N 3 ^ 3 -^piopylisophthalamide, 

N l -{(lS,2R)-H3,5-difluorobenzyl)-3-[(3^oxybenzyl)amino]-2- 
25 hydroxypropyl}-5-methyI-N 3 JN 3 ^propyIisophthalamide, 

N t -{(lS,2R>l-<3,5-difluorDben2yl)-2-hydroxy-3-[(2- 
phenoxyethyl)amino]propyl}-5-methy^ 

N 1 <(lS^R>H3,5-difhiorobenzyl)-2-hy(kDxy-3-{[(4-methyl-l,3-lW 
yl)methyl]amino}p^^^ 
30 N 1 -[(lS,2R)-3<benzylan±io>l<3,5siifluorob«i^l)-2-hydroxy^ 
methyl-N^propyHsophthalamade, 

N 3 -<(lS^R)-l-(3^-difluorobenzyl)-2-hydroxy-3-{[3- 
(tafluoromethyl)ben2yl]amino}pro^ 
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N 3 -{(lS,2RH^3,5^uorobe^ 
phenyle1hyl)amino]propyl}-N 5 ^^ 

NM(lS,mHK3,5-dmuoioben^ 
tetrahydro- 1 -naphthalenytyaminojpropyl} -5-melhyl-N 3 ,N 3 -cUpropyUsophthalamide, 
5 isomer B, 

NM(lS,2RM^3,5^uorobenzyl^ 
hydroxypropy 1} -5 -methy 1-N 3 ,N 3 -dipropy lisophtfaalamide, 

N l -{(lS,2R>H3,5^\K)ioben2yl)-2-hydn>xy-3-[^ 
fbranylme*hyl)airrino]^^ 
10 N l -{(lS^W3,5^muorob^ 
propoxybenzyl)amino]pn>pyl}-5-me^ 

N^(lS,2R)-H3,5-difluoroben^^^ 
pyridinyhnethyl)amino]propyl}^^ 
N l -[(lS^>3Kbenzylai^ 
15 hydroxy-N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2RH^3,5^uoroben2yl>2-^^^ 
.. .„ methylphenyl)ethyl]amino}propyty^^ 

N l -{(lS^R)4-(3,5^uorobenzyl>2-hydioxy-3-[(lS)-lA 
naphthalenylamino]propyl} -5-methyl-N 3 ,N 3 ^propyUsophthalarnide, . . . 
20 N 1 - {(1 S^RH^S^Iifluorobenzy^^ 

hydn>xypropyl}-5-methyl-N 3 ,N 3 ^ 

N^(lS;R>3-{[2^aio-5-(^^ 
di£luoix)benzyl)-2-hydroxypropyl]-5-methyl-N 3 ^ 

N 1 -{(lS,2R).H3,5^difluorobenzyl>2-hydroxyO«[(2-hydro 
25 metfaylbenzyl)amino]propyl} -5-methyl-N 3 ^ 3 «^piopylisophthalamide, 

5^Woro-N l -{(lS^R)4<3,5^uorobenzyl)-2-hydroxy^ 
phenylethy l)amino]propyl} -N 3 ,N 3 -dipropy lisophthalamide, 

N I -[(lS,2R)-3-{[(lR)-l-(3-biomopheny0ethyl]amino}-l^ 
difluoix)benzyl)-2-hy<koxypropyl]-5-methyl-N 3 

30 

N ! -{(lS,2R)4<3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
hydroxyben2yl)amino]propyl} -5-me%I-N 3 ,^-dipit)pyIisc^htfaaIaiiude, 

N l - {(1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(3-methoxybenzyl)amino]propyl} -5- 
cyano-N 3 JN^^propyUsophthalamide hydrochloride, 
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N 1 - {(1 S^>l-benzyl-2-hydrox^ - 
N 3 ^ 3 ^propyl-13,5-benzmetricarboxamide, 

5-(aminosulfony^ 
methoxybenzyI)amino]propyl}^ 
5 NM(lS^R>l-benzyl-2-hydtoxy-3^ 
N 3 ,N 3 ^propyl-5-(l-pym)Udinyls^^ 

N 1 - {(1 S^)-l-benzyl-2-hydroxy-3-[(3-methoxybe^ -5- 
[(melhylamino)sulfonyl^ 

N 1 - {(1 S^R)-l-benzyl~2-hydroxy-3-[(3-methoxybenzyl)ainino]propyl} -5- 
10 [(dime&ylamino)sulfonyl]«N 3 > N 3 KiipropyUsophtMamide 3 

N- {(1 -benzyl-2-hydroxy^-^ -3- 

[(dipropylamino)sulfonyl]propananiide, 

N-{(lS^R>l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]pK^ 
15 N-{(lS^R>H3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-3-[(^^ 

- N^(lS,2R)-14>enzyl-2-hy(h^^ 
ethyl-N 3 ^ 3 -dipropylisophthaIamide, 

20 t^-butyl-N 3 ,N 3 ^propylisophthalamide, 

N 1 -{(lS,2R>l : benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin^ 
cyano-N 3 -propyIisophthalamide, 

NM(lS^R)-H3,5-difluoroben^^^ 
methoxybenzyl)aiiiino]pro^ 
25 N-{(lS^H^3,5-dffluoroben^ 

methoxybenzyl)amino]propyl} - 1 -propyl- 1 H-indole-6-carboxamide, 

N ] -{(lS,2R>l-(3,5sim™^^ 
hydroxypropylJ-S-metbyl-^^-dipropyHsophthalamide, 

- amiiiobenzy l)amino]- 1 -{3 ,5-difluorobenzyl)-2 - 
30 hydroxypropyl]-5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
N 3 -[(lS^>H3,5-dmuorobenzyl>2-hydroxy-3-( 
(trifliK>iomethyl^ 
pyridinedicarboxamide, 
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N^(lS;ZRM^3,5Hdmuoro^ 
dihydio-lH-mden4-yy 

NM(lS,m>H3,5-dffiuoix^^^ 
ylaniitio]-2-hydroxypn)pyl} -5-methyl-N 3 ^N 3 -dq>ropylisophthalamide, 
5 5^Moro-NM(lS£RH<3>difl™^ 
phenylethyl)amino]propyl}-N 3 ^ 

N 3 -{(lS,2RH<3,5^uorobei^ 
phenylcyclopentyl)amino]pr^ 

N 1 ^(lS,m>H3,5^uorobenzyl)-3-{[3-(dime%lamm 
10 hydroxypropyl)-5-mediyl-N 3 ,N 3 -ciipropylisophthalamide, 
N^(lS;2RHK3,5^uoix>bm^^^ 
fuiyl)methyl]amino^ 

N^lS^RH<3,5-dmuorobenzy^^^ 
pheaylcyclopentyl)amin^^ 
15 NM(lS,2RH<3,5^uorobenzy^ 
iodobenzyl)airrino]propyl}-N^ 

N 3 - {(lS,2R)4<3,5^fluorobenzyl)-2-hydroxy-3-[(l~ 
phenylcyclopropyl)aminok^ 
,.N^(1S,2RH<3,5^ 
20 furaiylmethyl]ainino}pro^ 

N l -{(lS£R>M3,5-dmuoro^ 
isopropenylbenzyl)amino]pro^ 

N 1 -{(lS^>K3,5^uoix>benzyl>2-hydroxy-3-[(2- 
propoxyethyl)amino]propyl}-5-^^ 
25 N l -[(lS^)-l<3,5-difluorobenzyl)-3-(hexylamm 
metttyl-N 3 ,N 3 «dipropylisophthalainide, 

N-{(lS,2R)-H3,5-difluoiobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-4^3-^^ 
yl)benzamide, 

30 methyl 4-({[(2R,3S)-4-(3,5-difluorophenyl)-3-({3- 

[((fipropylammo)caibonyl]-5-methylb€moyl}amino)-2- 
hydioxybutyl]amino} methyl)benzoate, 

N 1 -{(lS,2R>l-(3,5^fluorobe3^1)-2-hydroxy-3-[(2- 
me1ho:^ethyl)amino]propyl^ 
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isoxazolylmethyl)amm^ 

(lR,m)-N l -{(lS^R>l<3,5^uorobenzyl)-2.hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -N 2 ,N 2 -dipropyl- 1 ^-cyclopropanedicarboxamide, 
5 N 3 K(lS,2RH<3,5^uorobeazy^^ 
furanylmethyl]amino}pi^ 

N , -{(lS,2R>l-(3,5^fluorobenzyl>2-hydiX)xy-3-[(2- 
methoxyben2yl)amino]propyl}-5Hm^^ 

^-{(IS^^^^-dmuorobenzyl^-hydiDxy-S-KS- 
1 0 isopropylbenzyI)aminofr^ 

N 3 -[(lS£R)-3-(benzylanm 
N 5 ^ 5 -dipropyl-3,5-pyridinedicarboxanii(ie 1-oxide, 

NM(lS,2RHK3,5MMuorobenzy^^^ 
iodobe^l)amino]piopyl}-5^th^ 
1 5 N l ~ {(1S,2R> H3>difluorobenzyl)-2-h^^ 

2-ylmethyl)amino]pn>pyl} -5-methyl-N 3 ^ 3 KiipropyUsophthalamide, 

N ! -{(lS^R>l-(3 5 5-difluorDb^l)-3-[(3^th^ 
hydroxypropyl} -S-methyl^^-cUprppylisophthalamide, 

N 1 K(1S;2R)-1;{3^ 
20 yl)methyl]amino}propyl)-5-me&^^ 

N^(lS,2R>H3,5^uorobenzyl>3-{[(2^ftyl-l,3-thiazol-5- 
yl)mefhyl]amino} -2-hy<koxypix)pyl)-5-methyl-N 3 ,N 3 -dipropyKsophthalard 

N l -[(lS,2R)0-(butylaminoHK^^ 
ethynyl-N 3 ^N 3 -dipropylisophthalamide, 
25 N^(lS^H<3,5^uorobenzyl)-3-[(3^^ 
hydroxypropyl} -5-ethynyl-N 3 ,N 3 ^Kpropylisophthalamide 5 

N^(lS£R)4-(3,5^uorobenzy^ 
5-metiiyl-N 3 ,N 3 -dipropylisophthalamide, 

N 3 K(lS^RH-(3,5^fluoroben^^^ 
30 futyl)methyl]amm^ 

NM(lS,2R)-H3,5^uorobenzy^^ 
phenylethyl)amino]propyl} -N 5 ^I 5 »dipn)pylpentanediainide, 

N^(lS,2R>H3,5^uorobei^ 
hydroxypropyl>5-methyl-N 3 ^^ 
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N l <(lS,2R>H3,5-dmuorob 
isoxazolyl)methyl]ainino}^ 

Ny(lS,2R>H3,5^uorobei^^ 
yl)methyl]anuno}propyl)-5-m^^ 
5 N-{(lS^>H3,5^uon>ben^^ 
hydn>xypropyl}-3-[(diprop 

N l -[(1S,2R>3-[([U'-M^^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^piopyUsophthalamide, 

N l -{(lS,2R)4^3,5^fluorobcnzyl)-2-hydroxy-3-[(lH-im 
10 yImetfyl)amino]propyl}^ 

N^(lS,2R)-H3,5-difl™^^ 
5-yl)methyl]amino}propyl)-5-me&^ 

NM(lS;2R>3-{[(24>utyl^ 
difluorobenzyl)-2-hydroxyp^ 
15 N4(lS,2R>3-({[5-cyano^meth^^ 
(3,5-difluorobeiL^l)-2-hydro^ 

[5-({[(2R^S)^(3,5-difiuorop^ 
methyIbenzoyl}amino)-24i^^ 

N^(lS£R)-3-[(14)enzo^ 
20 hydroxypropylJ-5-mefhyl-N %N ^-dipropylisophthalanudei 

methyl 4<{[(2R,3S)-^(3,5-difluorophenyl)-3-({3- 
[(dipropylamino)caibonyl]-5-methyIbenzoyl} amino)-2- 
hydroxybutyl]amino}methyty^^ 

N^(lS,m>H3,5^uorobei^^ 
25 yl)methyl]amino}piopyl)-5-me^ 

N l -[(lS,2R>3-{[(5^Moro-2-thienyl)me%l]amino}-H3,5 
2-hydroxypropyl]-5-methyl-N^ 

N^(lS^W3,5^fluorobe^ 
yl)methyl]amino}pi0pyl)^ 
30 N^(lS^>3-{[(l-benzyMH^^ 
difluorobenzyl)-2-hydn>x^^ 

N^(lS^>l-(3,5^fluorobe^^ 
yl)methyl]amino}piopyI)-5-^^ 
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N^(lS£R)-3-{[(2-b^^ 
difluorobenzyl)-2-hydro^ 

methyl 3-({[(2IUS)-4-(3,5-difluorophenyl)-3-({3. 
[(dipn>pylambo)caibon^^^ amino)-2- 
5 hydroxybutyl]amino}methyO-lH-indole-6-carboxylate^ 

N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-metboxyben^ 
(cyancmaethyl)-N 3 ,N 3 -^propylisophtiialamide, 

N 1 - {(1 S,2R)-l-benzyl«2-hydro^ 
(hydroxymethyI)-N 3 ,N 3 -dipitt^^ 
10 N 1 -{(lS,2R)-l-benzyl-2-hydioxy-3-[(3-methoxybenzyl)a^ 
ethynyl-N 3 ^ 3 ^propylisophthalaiiiide, 

NM(lS;2R>14>enzyl-2-hy&^^ 
dipropyl-5-prop- 1-ynylisophthalamide, 

N 3 -{(lS,2R)-l-be^l-2-hydroxy-3-[(3^ 
1 5 methoxy-^^^pmpyllUl'-biphenyll-S^^carboxamide hydrochloride, 

N 3 -{(lS,2R)-l-(3,5KMuorobe^ 
methoxybenzyl)amino]propyl}^^ 

N 3 -{(lS,2R>14>enzyl-2-hydro^ 
N 5 ^ 5 ^piopyl[l,l l -biphenyl]"3,5^c^oxaiiade, : ■/ T 

20 N 3 -{(lS,2R)-l-ben2yl-24iydroxy-^^^ 
{(dmethylammo)su^ 

N 3 - {( 1 S,2R> 1 -benzyl-2-hydroxy-3-[(3-iodobenzyl)amino]propyl} -4 f - 
[(dimethylainmo)suto^ 

N-{(lR,2R)-1^3,5-difluorobenzyl)-2-hydroxy-3-[(3« 
25 methoxybenzyl)amino]propyl} -3-methyl-5-pentanoylbenzamide, 

N l - {(lS^R>2-hydroxy-l-(4-hydroxybenzyl>3-[(3- 
methoxybenzyl)amino]propyl}-N 3 ^ 
propylisophthalamide, 

N l -{(lS^R)-2-hydroxy4^4-hydroxybenzyl>3-[(3- 
30 methoxybenzyl)amino]propyl} -S-methyl-^^-dipropylisophthalamide, 

N 1 - {(1 S^R)-l-benzyl-2-hychx>xy-3-[(3-methoxybenzyl)amino] -5- 

methyl-N 3 JN3-dipropyKsoph±alamide, 
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N^{(lS,2R>H3,5^fluorobenzyI)-2-.hydroxy-3-[(3- 

methoxybenzyI)aiiiino]propyl}-4-mettiyl- N 3 ^3-di pr0 pyii SO phtMamide, 

N l -{(1 S;2R>l-Benzyl-24iydn^ - 
N 3 ^Nf 3 ^ 5 ,N 5 -tetrapropyIbenzene-l ,3,5-tricaiboxamide, 
5 N^(lS;2RH^3,5-Dmuorob^ 

hydroxypropyl} -N 3 ^ 3 -dipropylbenzene- 1 ,3 ,5-tricarboxamide, 

ethyl 3-[({(lS^R>l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}amino)caibonyl]-5- 
[(dipropylainino)catbonyl]beiizoate, 
10 N I -{(lS^R>l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]^ 
N 3 4^ 3 ^propyi-5-{[(trifluoro^ 

S-amino-N^IClS^^-benzyl^-hydroxy-S-ICS- 
methoxybenzyl)amino]propyl} -N 3 ^ 3 -dipropylisophthalamide, 

N l -{(lS,2R>I-benzyl-2-hydroxy-3^(3-methoxybenzyl)amino]p^ 
15 [(methylsulfonyl)ai^ 

N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)ai^ 
, - . N 3 ^ 3 ^propyl-5-[(thien-2-yls^ 

N l -{(1 S;2R)-l-benzyl-2-hydroxy-3-[@^ - 
N 3 ^ 3 ^propyI-5-[(tMen-2-yIcarbonyl)amino]is 
20 N l - {(1 S^R)-l-benzyl-2-hydroxy-3-[(3-methoxyben2yl^ -5- 

(methacryloylamino)-N 3 ^ 3 ^ipiopylisophthalaiiiide > 

N ! -{(lS,2R)-l-Benzyl-2-hydn)xy-3-[(3-mefhoxybenzyl)amm^ 
[(phemylsulfonyI)ai^ 

N-{(lS£R)-l-benzyl-2-hydroxy-3-[(3-m^ 
25 (methylthio)pentanamide, 

3-amino-N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -2-methyIbutanamide, 

N-{(lS,2R>l-benzyl-2-hydroxy-3^^ 
ethylhexanamide, 

30 N- {(1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(3-iodobenzyl)amino]propyl} -3- 

[(isobxrtylsulfonyl)ainino]propanamide, 

NM(lS£R)-H3,5Hiifluorob^ 
icKiobenzyl)aiirino]propyl}^ 
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5-bromo-N l -{(lS£RH^ 
iodobenzyI)ammo]propyl}^ and 

^-{(IS^HS^Kiifluorobenzyl^-hydrDxy-S-Kl. 
phenylcyclopiopyl)amino]propyl}^^ 
5 N^(lS^>14>enzyl-2-hydro^ 
yl)methyl]amino}propyl)-5-meto^^ 

N l -{(lS,m)-l-(3,5-di£luorobenzyl)-3-[(3-ethylbenzy^^ 
hydioxypropyl}-N 3 ,N 3 -dipropyl-5- 
{[(trifliiorometfayl)sulfonyl]ainino}isop 
10 3-[({(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxyben2yl)amino]propyl} amino)carbonyl]-5- 
[(dipropylamino)carbonyl]benzoic acid, 
^-{(IS^H^S-cMfluoro^ 
hydroxypropyl}-N 3 ,N 3 ^ipropyl^^^ 
15 N-{(lS£R)-H3,5Klifluorobenz^^ 

pyl} -4-hydroxy-3-(pyrrolidiii-l «ylcarbonyl)benzamide, 

N-{(1 S,2R)-l-(3,5-difIuorobenzy^^ 
pyl}-2-[(me&ylsulfonyl)amino]-13<>xazole^carboxamide 5 
N 1 -{(lS,2R>1^3,5-difluorobai^ 
20 methoxybenzyl)amino]propyl}-N 3 ^^ 

NM(lS£R)-H3>dffluoroben^^ 
methoxybe^l)ammo]propyl}-5-^ 

N 3 -{(lS,2R)-H3,5^uorobenzyl>3-[(3-ethylbenzy0 
hydroxypropyl}-N^N 5 ^propylp^ 
25 N l K(lS,2R)-H3,5^uoroben^l)-2-hydroxy-3-{[(3-isobutyl4 
oxadiazol -5-yl)methyl]amino}propyl)-5-methyl^^^ 

N 3 -{(lS£R)-M3,5^uorob<^^ 
hydroxypropy l}-N 5 ^ 5 -dipropylpyridine-3,5^carboxamide, 
N 3 -{(lS^)-H3,5^uorobenzyl)-2-hydroxy-3-[(3- 
30 isopropylbenzyl)amino]piopyI}-N 5 ^^ 

Ny(lS,2R)-H3,5^uorobenzy^^ 
ynyl)benzyl]amino}pn>pyl)-5-^^ 

l-{3-[({(lS^M^3,5-difluo^ 
hydroxypropy l}amino)c^bonyl]-5-methyIbei\^^ 
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N^(lS;2RH^3,5Kimuon>bei^ 
hydroxypropyl} -N 3 -isopropyl-5-metliylisophthalamide, 

N^(lS£R)-H3,5^fluorobemyl)-3^^ 
hydioxypropyl}-N 3 ^thyl-N 3 ^KiimethylisophthaIaim 
5 NM(lS,2RH-(3,5^uorobemzyl^ 

hydroxypropyl} -N 3 ,5niime^yl-N 3 -pix>p-2-ynyUsophtManiide, 

NM(lS,2R)-l-(3,5^uorobenzyl)^ 
hydroxypropyl} -N 3 -isobutyl-5-methylisophfhalamide, 

N x -(seo-butyl)-N 3 - {(lS^R)-l-(3,5-difliiorobenzyl)-3-[(3- 
10 ethyIbenzyl)amino]-2-hydroxypropyl} -5-methyhsophthalamide, 

N l -bulyl-N 3 -{(lS,2R)-K3,5^^ 
hydroxypropyl}-5-methylisophthalamide, 

N , -{(lS,2R)-H3,5^fluorobenzyl)-34(3-e%lbenzyl)am^ 
hydroxypropyl} -N 3 ,N 3 -diethyl-5-methylisophthalamide, 
15 NM(1S,2R)-H3,5^uoiobenzyl)^^ 

hydroxypropyl} -N 3 ,5-dimethyl-N 3 -propylisophtiialainide 5 

^-{(lS^RH^S^uorobe^ 
hydroxypropyl} -NMsopropyl-^^-dimethylisophthalaiiiide, 

N^butyl-NMCIS^H^ 
20 hydroxypropyl} -N^5-dimethylisophtiialamide, 

N J -{(lS,2R)-H3,5Klifluoro 
hydroxypropyl} -N 3 -isobutyl-N 3 ,5-dimethylisophthalamide, 

N^(lS£RH^3,5^uorobenzyl>3-^^ 
hydroxypropyl} -N 3 -ethyl-5-methyl-N 3 -propylisophthalamide, 
25 NM(lS,2RHK3,5^fluorobenzy^ 

hydroxypropyl} -N 3 ^thyl-N 3 -isopropyl-5-methyUsophthalamide 9 

N^-diaUyl-NMOS^R)-!^ 
2-hydroxypropyl} -5-methyUsophthalamide, 

3<a2^an4-ylcaibonyl>N^^^ 
30 ethyIbenzyl)amino]-2-hydroxypro^ 

N-{(lS£RH<3,5^fluoioben^ 
hydroxypropyl} -3- [(44iydroxypiperidin-l-yl)caft^ 

N-{(lS^H<3,5^uorobemzyl)-3-[0 
hydroxypropyl } -3 - [(3 -hydroxypiperidin- 1 -yl)carbonyl]-5-metiiyIbenzamide > 
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hydroxypropyl} -N^N 3 -diisopropyl-5-methylisophthalamide, 

N^butyl-N^lS^H-^^dmuo^^^ 
hydit>xypropyl}-N l ^thyl-5-methyMsophthalaniide, 
5 N^cyclopropylm^^ 

ethylbenzy I)amino]-2-hydroxypropyl} -5-methyl-N 1 -propylisophthalamide, 

N^yclohexyl-^^flS^R^HS^^uorobenzylJ-S-KS- 
ethylbenzyl)amino]- 2-hydioxypropyl}-N\5KiimethyUsophthalam 

N*-((l S^R)-l-(3,5-difluorobenzyl>2-hydroxy-3- {[1 -(3- 
1 0 methylphenyl)cycloprop yl]amino}pn>pyl)-5Htnethyl-N 3 ^^ 
and 

N-{(lS£R)4-(3,5^uoroben2yl)-3-[^ 
hydroxypropyl}-3-{[(tiifl^ 



15 25. A substituted amine of formula (X) according to claim 1 which is selected from 
the group consisting of: 

N- { (1S,2R)4 -benzyl-2-hydro^ 
methyi-5-{2-propylpentanoyl)benzainide, 
N-{(lS^H^3,5nMuoroben^ 
20 hydroxypropyl} -3-(2-ethylpentanoyl)-5-metbylbenzamide, 

N- {(1 S,2R)4-benzyl-3-[(3-ethylbenzyl)aniino]-2-hydroxypropyl} -3-methyl- 
5-(2-propylpentanoyl)benzamide, 

N- {(1 S >2R)- 1 -benzyl-3-[(3^ynylbenzyl)amino]-2-hydroxypropyl} -3- 
methyl-5-(2-propylpentanoyl)benzamide, 
25 N-{(lS^R)4^3,5^uorobenzyl>3-[(3^thyIbenzyl)amino]-2- 
hydroxypropyl} -3-(2-ethyIbutanoyl)-5-methylbenzainide, 

NM(iS;2R>l-benzyl-3-[(3-e%fo^ 
propylpentanoyl)isophth^amide, 

N-{(lS,2R)-l-beii2yl-3-[(3-ethyIben2yl)amino]-2-hyd^ 
30 ethylpentanoyiy-S-mettiylbenzaniide, 

NM(lS^HK3,5^uoroben2yl>3-[(3^%^^ 
hydroxypropyl} -5-(2-propylpentanoyl)isophthalamide, 
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N!-{(lS^>H3,5Kimuorobenzyl)-2-hydroxy-3-[(3« 
methoxybenzyl)amino]propyl} -5»(2i)ropylpentanoyl)isophthalarQide > 

N-[(lS,2R)-3-[(3^thylbe^^ 
hydioxybenzyl)propyl]-3-me&^^ 

5 N-{(lS^M-(3,5-<Muoro^ 
methoxybenzyl)amino]pro^^ 

N-{(lS,2R>H3,5^uon>benzyI)-3-[(3-ethylbenzyl)amin 
hydroxypropy]}-3-methyi-5-(2-^^ 

Ni^ClS^^KS^^uorobenzyO^-hydioxy^^tS-CS- 
10 pyridinyI)benzyl]amiiio}propyl)-5-methyl- N 3 ^ 3 -dipropylisophthalamide, 
N^lS£R>H3,5-difluoro^^ 
pyridinyl)beiizyl]ainiiK>}propy^ 

NMClS^-l^S^uorobc^^ 
methoxybenzyl)amino]propyl}- 
15 NM(lS,2R)-l-(3,S^fluoroben^^ 

hydroxypropyl}- N 3 ^ 3 -dipropyl-5-^^ . 

Nl-{(lS,2R>l<3,5-difluoiobeiizyl)-3-[(3^thylbeiizyl)ai^ 
hydioxypiopyl}- N 3 ^ 3 -<tipro^^ ; > >-^V" 

N 1 -{(lS^R>H3,5^imuorobenzyl)^2--hydroxy-34(3- 
20 methoxyben2yl)amino]propyl}» ^^^pxopyi.s^-propyDylJisophthalamide, 
NM(lS£R)-l-(cyclohexylme%^^ 
methoxybenzyl)amino]pro^ 

NM(lS£R)-3-(benzylam™^ 
methyl- N 3 JN^-dipropylisophthalamide, 
25 N 1 -[(lS^R>2-hydroxy-3-[(3-methoxybenzyl)amino]-l-{2- 
thienylmethyl)propyl]-5-methyl- N 3 ^ 3 -dipropytisophthalamide, 

N 1 -{(lS>14(lR>2^en^lamino>l-hydroxyetbyI]-3-buty^^ 
dipropyl- 1 ,3 ,5-benzenetricaiboxamide, 

N 1 -[(lS 3 2R)-2-hydroxy-3-[(3-methoxyben2yl)amino^ 
30 tfaienylmethyl)propyl]-5-methyl- N 3 J^ 3 -dipropylisophthalamide, 
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NM(lS£R>3-(benzylamko)-2-hyto 
methyl- N 3 ,N3-diprq>yIisophflialamide, 

NM(lS£RM-( 3 -W^ethyl)-2^ 
methoxybenzyl)amino]propyl}-5-me&^ 

5 NM(lS^>3-(benzylaminoH^^^ 
N3,N3-dipropyl-l,3,5-benzenetricarf>oxamide, 

NM(lS^RH^2-furylmethyl^^^ 
methoxybenzy0amino]propyl}-5-m 

N^IClS^RJ-S-Cbenzylamino^Hcyclohexylmethy^-h^ 
10 methyl- N 3 ,N 3 -dipropylisophfhalamide, 

N 1 -{(lS^>2-hydroxy-H4-hydroxybenzyl>3-[(3- 
methoxybenzyl)amino]propyl} -5-methyl- N 3 ,N 3 -dipropylisophthalamide, 
N 1 -[(lS^R)-3-(bemzylamiiio)-2-hydroxy-l<l-naph%lmethyl^ 

N 3 ^ 3 -dipiopyl- J ,3 ,5-benzenelricarboxamide, 
15 2,3,5-trideoxy-3-({3-[(dipropyla^^ amino)-5- 

[(3-methoxybenzyl)amino]-l-^ 

N*-[(l S^R)-3-(benzylamirio)-l -(3-£luylmethyl)-2-hydroxypropyl]-5^ 

methyl- N 3 ,N 3 -dipropyUsophthalaniide, 

N^lSH-{(lR)-l-hydroxy^ 

20 methylbutyl)-5-methyl- N 3 ,N 3 -dipropylisophthalamide, 

N*-[(l S£R>3-(benzylamino>l^ N 3 JN 3 - 
dipropyl- 1,3,5-benzenetricarboxamide, 

N^KlS^R^l^fluombenzyO^-hydroxy^-KS- 
methoxybenzyl)amino]propyl} -5-methyl- N 3 ,N 3 -dipropylisophthalamide, 
25 N^lS£R)-3-(beiizylami^ 
methyl- N 3 ^ 3 ^propylisophthalamide, 

N^lS,2R>2-hydroxy-3-[(3-^^ 
naphthylmethyl)piopyl]-5-me 

N 1 -{(lS^l-[(lR>2-(beiizylamino>l-hydiDxyethyU 
30 dipropyl-1 ,3,5-benzenetricaiboxamide, 
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NMcis^H-f^Cb^ 

methoxybenzyl)amino]propyl} -5-m^hyl- N 3 J^ 3 -dipropyhsophthalamide, 

N^lS£R)-3-(benzylamino)-2^^ 
methyl- ^^^ipropyiisophthaiamide^ 

5 N^(lS>H(lR)-l-hydroxy-2-[^ 
5-methyl- N^^^ipj-QpyjisQphthalamide, 

N^lSH-{(lR)-l-hydr°^ 
N 3 ,N 3 -dipropyl-l ,3,5-benzenetricaiboxamide, 

5-(benzyla2^o)-23,5-trideoxy-3-({3-[(dipropylamino)ca 
10 methylbenzoyl} amino)-l-S-phenyl-l -thic^D-erythro-pentitol, 

NM(lS,2R)-l-[4-(beiizylo^ 
methoxybenzyl)amino]propyl}-N^ 

N 1 -[(1 S;2R>3^enzylammo> 
N 3 ,N 3 -dipropyH ,3,5-benzenetricaiboxamide, 
15 N4(lS£R)-2-hydroxy-3-[@^^ 

aaphthylmethyl)propyi]- N 3 ,N 3 -dipropyl- 1 ,3»5-benzenetricarboxainide, 

Nf-jKlS>l-[(lR^^ 
methyl- N 3 ^N 3 -dipropylisophtbalamide, 

NM(lS^H<4-fhiOT^^ 
20 methoxybenzyl)amino]propyl}- ^^-dipropyl-l^^-benzenetricarboxamide, 

N 1 -[(lS,2R>3<benzylamino)~l-(3-£urylme%l)-2^ 
dipropyH,3,5-benzraietricaiboxamide, 

Nl^(lSH-{(lRH-hydiW-2^ 
methylbutyl> N 3 ^ 3 ^propyl-l,3,5-bKizenetricaiboxainide 3 

25 N^lS,2R)-3-(benzylamino)-l-(4^^ 

methyl- N 3 J^ 3 -dipropylisophthalainide, 

N^lS,2R)-3-(benzylaminoH^^ 
dipropyl- 1 ,3 ,5-benzeaetricarboxamide, 

Ni^aS^^-hydroxy-K^hydioxybenzyl^S-KS- 

30 methoxybenzyl)airrino]propyl} - N 3 ,N 3 -dipropyl-l ,3,5-benzenetricaiboxamide, 
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N^l S£R)-3^enzylami^^ 
methyl- N^jN^-dipropylisophthalamide, 

NM(lS,2R)-l-(cyciohexylm^ 
methoxyben2yl)amino]propyl} - N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaiboxamide, 
5 N 1 -[(lS^R)-3-(benzylamino)-2^hydroxy-l-(2-t^ 
N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaAoxamide, 

NM(lS,2RW3-fuiylme^^ 
methoxybenzyl)amino]propyl}-N 3 ,N^ 

N*- {(1 S,2R)-3-(benzylamino)- 1 -[4-(ben2yloxy)benzyl]-2-hydroxypropyl} 
1 0 5-methyl- N^jN^-dipropylisophHialamide, 

NM(lS,2RH<2-fbrylme^^ 
methoxybe^l)amino]propyl}-N 3 ,N 3 

Ni^ClS^^-S-Cber^lainino^-hydroxy-l-CS-thienyto^ 
N 3 ,N 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

15 NM(lS,2R)-2-hydroxy-3-^ 

. - z " ■■■ * ■ 

thienylmethyl)propyl]- N 3 ,N 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

N 1 -{(lS)-l-[(lR)-2-^en2ylamino)-l'hydroxy 
N^^.diprQpyiisophthalamide, 

N^lS,2R>2-hydroxy-3-[(3^^ 
20 thienylmethyl)propyl]- N^^^jipropyi.i^^^enzenetricarboxamide, 

N!-{(lS^R)-l-(cyclohexylmethyl)-2-hydioxy-3.[(3- 
methoxybenzyI)amino]propyl}-N 3 ^ 

n!-[(1 S^)-2-hydroxy-3-[(3-methoxybenzyl)amino]-l-(3- 
thienylmethyl)propyl]- N 3 ,N 3 -dipit>pyl-l ,3,5-benzeiietricarboxaaiide, 
25 N^KlS^^-hydroxy^-KS-methoxybenzyOamino]-!^- 
thienylmethyl)propyl]- N 3 ^ 3 -<UpiopyI-l,3,5-benzenetricaiboxamide, 

N^^lS^^l^-furylmethyO^-hydioxy-S-Us. 
methoxjfoeiizyl)ainmo]pn>pyl}- N 3 ^^ 
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Nl-{(lS^R>H3-furylmethyl)-2-hydroxy^ 
meftoxyben2yl)amino]propyl} - N 3 ,N 3 -dipropyl- 1 ,3 ,5-benzmetricaiboxamide, 

N 1 -{(lS,2R>2-hydroxy.l-(4.hydix>xybenzyl)-3-[(3- 
methoxybenzyl)amino]prop^ 
5 NM(lSH-{(lRH-hydrox^ 

methylbutyl> N 3 ^ 3 -dipropyI-13,5-benzenetricarboxaimde, 

N 1 -{(lS,2R>l-(4-fluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl } - N 3 ,N 3 -dipropyl- 1,3,5 -benzenetricarboxaniide, 

N 1 -[(lS^R)-2-hydroxy-3-[(3-methoxyben2yl)amino 
10 naphthylmethyl)propyl]- N 3 ^ 3 ^propyl-l,3,5-ben2»netricaiboxamide, 

NM(lS,2RH-[4^enzyIoxy)be^ 
methoxybenzyl)amino]propyl}^ 

NM(lS;2R>24iydroxy-H3-(hydro^ 
methoxybenzyl) amino]propyl} -5-methyl-N 3 ,N 3 -dipropyttsophthalamide, 
15 NM(lS,m)-3-[(3^thylbmzyl)^^ 

(hydroxymethyl)benzyl]propyl} -5-mefhyl-N 3 ,N 3 -dipropylisophthalamide, 

NM(lS,2R>24iy<koxy : H^ 
iodobenzyl)amino]propyl}-5-^^ 

N 1 -{(lS^R)-2-hydroxy444^ydiX)xyme%l)benzyl]-3-K^ 
20 iodobenzyl)amino]propyl}-5-me 

N 1 -{(lS,2R>3-[(3-e%lbenzyl)amiiio]-»2-hydix)xy-l-[4- 
(hydroxyme1hyl)benzy^ 

NM(lS,m>24iydroxy-l-[^^ 
methoxybenzyl)amino]propyl^^ 
25 NMClS^RH-CS-fluoro-S-hyto 
mdhoxyben2yl)amino]p^^ 

N^lS,2R)-3-[(3^e%Ibenzyl)a^ 
hydroxypropyl]-5-me%l-N 3 ^ 3 ^propylisophthalamide, 
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NM(lS^H<3-ftooro-54iydro^ 
iodoben2yl)ammo]p^^ 

NM(lS,2R)-l-[3-(benzyloxy^ 

iodobenzyI)amino]pK^yl^^^ 

5 NM(lS£RH-[3-(benzyloxy>5^^ 

methoxybenzyl)ammo^ 

N-{(lS£R)-l-[4^enzyloxy)^ 
methoxybenzyl)ainino]piopyl}^^ 

10 methoxybenzyl)ammo]propy^ 

3-[(dipropylainino)sulfonyl]-N-[(lS,2R)-2-hydro 
methoxyb enzyl)amino] - 1 -( 1 -naphthylmethyl)propyl]propanamide, 

N^lS^^-hydroxy-S-KS-meto^^ 
naphthylmethyl)propyl]- 1^^5^p ro pyip OT tanectiamide, 
15 3-[(d^mpylamino)sulfonyl]-N- {(lS,2R>l-(4-fluorobenzyl>2-hydioxy-3- 

[(3-methoxybenzyl)amino]propyl}propaiiamide, 

Nl-{(lS^R)4-(4-fluoiDbenzyl) : 2-hydroxy-3-[(3^ : 
methoxybenzyl)amino]propyl}- N^^^piopylpenfm^aaiiide^ 
3-[(dipropylamino)s^^ 
20 [(3-methoxybenzyl)amino]propyl}piopanamide, 

Ni-KlS^^-hydroxy-l-C^hydroxybenzylJ-S-KS- 

methoxybenzyl)amino]propyl}- N^^^-dipropylpentanediamide, 

3-[(dipropylamino)s^^ 
methoxybMizyl)aiiiino]propyl}piopananiide, 

25 NM(lS,2RH<2-forylme^^ 

methoxyben2yl)amino]propyl} - N^^-dipropylpentanediamide, 

3-[(dipropylamino)^ 
methoxybenzyl)amino]propyl}piopanamide, 

N^^lS^-HS-fuiylraethyl^-hydioxyO-tCS- 
30 metlioxybenzyl)amino]propyl}- ,N 5 -dipropylpentanedianiide, 
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3-[(dipropylam^ 
methoxybenzyl)amino]- 1 ^2-thienylmethyl)propyl]pn5paiiamide, 

N^(lS;2R)-24iydro:^-3-[^ 
thienylmetiiyl)piopyl]- N^^-dipropylpentanediamide, 
5 3-[(dipropylamino)suIfonyl]-N-[(lS,2R)-2-hydro 
methoxyben2yl)amino]-H3-thieny^ 

N 1 -[(lS,2R)-2-hydmxy-3-[(3-methoxyben2yl)an^ 

thienylmethyl)piopyl]- N^N^^propylpentanediamide, 

N-{(lS^R)-H3,5-difluoiobenzyl>-2-hydroxy-3~[(3- 
10 methoxybenzyl)amino]piDpy^^ 
methylbenzamide, 

N-{(lS^R>H3,5^uorobenzyl)-2-hydroxy-3-[(3. 
methoxybe^l)amino]piopyl} -3-{[(2S)-l -efliylpyrrolidinyl]carbonyl} -5- 
mefhylbenzamide, 
15 N-{(lS,2R>H3,5^uombenzyl)-2-hydroxy-3.[(3- 
methoxybenzyl)amino]propyl}^ 
methylbenzamide, 

N-{(lS£R>l-(3,5-difluoro^ 
methoxybenzyl)amino]propyl}-3-[(^^ 
20 methylbenzamide, 

N!-((lS^S>l-(3,5-di£luorobenzyl)-2-hydroxy^2. {l-[(3- 

methoxybenzyl)amino]cyclopropyl}ethyl)-5-methyl- N 3 ,N 3 - 
dipropylisophthalamide, 

^-((lS^SVl-CS^-difluorobenzyl^^l-KS- 

25 ethyIbenzyl)amino]cyclopTopyl> -2-hydroxyethyl)-5-methyU N 3 ^ 3 - 
(UpropyUsophthalamide, 

(lR^3R)-NM(lS,2R>H3,5^iiorobe^^^ 
methoxybenzyl)amino]propyl}^ 

(!R^3R>N^{(lS^R)4<3,5Hdifluoiobenzyl)-2-hydro^ 
30 methoxybenzyl)amino]propyl} -3-phenyl- N 2 ,N 2 -dipropyl- 1 ,2- 
cyclopropanedicarboxamide, 

(1I^R,3R>NM(1S;2RH<3,5^M^^ 
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methoxybenzyl)amino]propyl} -3-methyl- N 2 ,N 2 -dipropyl- 1 ,2- 
cyclopropanedicaiboxamide, 

(lR,2R,3S>Nl-{(lS^R>H3»5^uorob^l).2.hydn>xy-3-[(3- 

methoxyben2yl)amino]pTopyl}-3-methyl- N 2 ,N 2 -dipropyl- j 2- 
5 cyclopropanedicaiboxamide, 

(lR,2R,3S)-NM(lS,2RH-(3,5^flu^ 

methoxybenzyI)amino]propyl}-3-phenyl- N 2 ,N 2 -dipropyl-l ,2- 
cyclopropanedicarboxamide, 

(lR,2R,3S)-Nl.{(lS,2R)-H3,5^uoxobenzyl)-2-hydro^ 
10 methoxybenzyl)amino]propyl}- N^^^propyl-l^^-cyclopropanetricarboxamide, 
(lR,2R,3S)-3<2-ammo-2^^ 

hydroxy-3-[(3-methoxybenzyl)amino]pro^ 
cyclopropanedicaiboxamide, 

(lR,2R,3R)-3^2-amino-2^xoethy^ 

15 hydroxy-3-[(3-methoxyben^l)amino]propyl} - N 2 ^j2-dipropyl-l,2- 

cyclopiopanedicaiboxamide, 
: . (1R^R,3S)-N-{(1S,2R)-1^ 
: r methoxybenzyl)amino]propyl}^ 
methylcyclopropanecarboxamide, 
20 (1R,2R,3R)-N-{(1S,2R)-H^ 
methoxyben2yl)airrino]propyl}-2-[2^ 
methylcyclopropanecarboxamide, 

(lS>2R,3R)-N-{(lS,mH^3,5Htt^^ 
methoxybenzyl)ammo]propyl}-2-^ 
25 phenylcyclopropanecarboxamide, 

(lS,2R,3S>N-{(lS,2R)-l-(3,5^uorob 
methoxybenzyl)amiiK)]pn)pyl}-2^ 
phenylcyclopropanecarboxamide, 

(lS^RVN^lS^R^KS^fto^ 
30 methoxybenzyl)amino]propyl}-3-[2^d^ 
cyclopropanedicaiboxamide, 
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metiioxybenzyI)aiiiino]propyl} -3-[2-(dipropylamino>2-oxoethyl] - 1 ,2- 
cyclopropanedicarboxamide, 

N 1 -{(lS^R>H3,5^uoroben2Tl)-2-hydioxy-3--[(3- 

methoxybenzyl)amino]propyl} - N 3 ^ 3 -dipropyl-5- 
{[(trifluoromethyljsulfonyljaminojisophthalamide, 

NM(lS,2RHK3,5-difluorobei^^^ 
hydroxypropyl}- N 3 J^-dipropyl-5- 
{ [(trifluorome&yl)sulfonyl]amino} isophthalamide, 

NM(lS,2RH-b«^l-H(3^thylbei^ 
<hpropyi-5-{[(trifluoro^ 

N 1 -{(lS^R>H3,5KUfluorobenzyl)-3-[(3-e1bylbenz^ 

hydroxypropyl} -5-{methyl[(triflTO^ 
dipropylisophthalamide, 

NM(lS,2R)-H3,5^fluoroben2^^^ 
methoxybenzyl)aiiuno^ 

N 3 ,N 3 -dipropyUsopht]idaiiride, 

N 1 - {(lS,2R>i ^3,5-Kim^ 

methoxybeiizyl)amino]propyl}- N 3 ,N 3 -dipropyl-5- 
{pix>pyl[(trifluoromethyl)^ 

NM(lS,2R)-H3,5-dmuorobenzy^ 

metlioxybeiizyl)amino]pro^ 
dipropylisophthalamide, 

NM(lS,2R>H3,5^uorobeir^^^^ 

methoxybenzyl)anmio]propyl}-5-[(^ 
dipropylisophthalamide, 

N-{(lS,2RH^3,5-diftoorobe^ 
isopropylbenzyl)amino]propyl}-3-[(dipro^^ 

N-{(lS,2RHK3,5^fluoroben^ 
hydroxypropyl } -3 -[(dipropylamino)sulfonyl]propanamide, 
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N-<(1 S,2R)-l-<3,5-difluorobeiizyl>3- {[3^dime%lamino)benzyl]amino}-2- 
hydroxypn>pyl)-3-[((ti^^ 

N^(lS,2R)-H3,5KiifluoiX)benzyl)-3-{[(2.e%l.l^ 
yl)methyl]amino}-2-hydroxypiopyl)-3-[(dipropylamm 
5 N-((lS,2R)-M3,5^uorobe^ 

yl)methyl]amino}propyl)-3-[(dipropylamino)sulfo 

NK(lS,2RH^3,5Kiifluoro^^ 
isoxazolyl)methyl]amino}propyl>^ 

N-[(lS;2R)-3-[(3-cyclopro^^ 
10 hydroxypropyl]-3-[((ttpropyl^^ 

N^lS£R>3-[(3^yclopropylbei^ 
hydroxypn)pyl]-5Htnethyl-N^^ 

N^(lS,2R)-H3,5^uoroben^ 
yl)beozyl]amino}propyl)-5-me^ 
15 N^lS,2RHK 3 ,5^uorobenz^^^ 
yl)benzyl]amino}propyl)-5-me^^ 

NM(lS,2R>3-[(3-acetylbem^^^ 
hydroxypropyl]-5-methyl- N 3 ,N 3 ^prppyKsophtlialainide, 

N^lS,2R)-3-[(3-acetylbe^ 
20 hydroxypropyl]- N 3 ,N 3 -dipn)pyl-l ,3,5-benzenetricarboxaniide, 

Ni-tClS^R^-KS-acetylbenzylJaminol-HS^-difluorob^^ 
hydroxypropyl]-5-(aminosulfonyl)- N 3 ^ 3 -dipropylisophthalamide, 

N^lS;iR)-3-[(3-acetylbe^ 
hydroxypropyl]-5-(me11iylsulfonyi> N 3 ,N 3 -dipropylisophthalamide, 
25 N^lS,2R)-3-{[3K<Ke%lai^ 
hydioxypropyl]-5Hiiethyl-N^ 

N^(lS,2R>l-(3,5^uorobenzyl)-2-hydroxy-3-{[3-(4- 
moxpholinyl)ben2yl]amino}propyl)-5-methyl-N 3 ,N 3 -di^ 

N 1 ^(lS^R>l-(3,5-dmuoiobeDZyl)-2-hydroxy-3-{[3-(l- 
30 piperazmyl)benzyl]ammo}p 
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N!-[(lS;2R)0-{[3<am™^ 

hydroxypropyl]-5-methyl-N 3 ,N 3 ^^ 

N^lS^RHW^uoroben^^ 

[(dimethykmino)sulfonyl]benzy 
5 dipiopyHsophthalamide, 

N^lS,2R)-H3,5-dmuoro^^ 
piperidinylsulfonyl)benzyl]amino}propyl)-5-me& 

N^(lS^R)4^3,5-dmiiorobeiizyl)-2-hydioxy-3-{[3- 
(methylsulfonyl)ben^ 
10 N^lS,2R)-M3,5-dmuorobe^ 
(isopropylsulfonyl)benzyl]ai^ 

N^lS,2R)-3-{[3-(aminocarbony^^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^^ 

Ni-KlS^HS^-difluorobenzyO-S-CfS- 

1 5 [(dimethylaniino)caibonyl]benzyl} amino)-2-hydroxypropyl] -5-methyl-N 3 ,N 3 - 
dipropylisophthalamide, 

N^lS,2R)-3-[(3-cyanobe^^ ; 

hydroxypn)pyl]-5-methyl-N 3 ,N 3 Hlipropylisophthalaiiiide, 

3-({[(2R,3SW3,5^uon)phenyl)-3-({3-[(dipiopylamino)c^^ 
20 methylbenzoyl} amino)-2-hydioxybiityl]a^^ 
3<{[(2R,3S)^(3>difluorophOT^ 
methylbenzoyl}ammo)-2~hyd 

Nk(lS^R)-H3,5-difluorobenzyl)-2-hydxDxy-3-{[3-(l- 
propynyl)benzyl]amko}p^ 
25 N^lS,2RHK3,5^uorobei^^ 
butynyl)benzyl]amino}pro^^ 

N^(lS^M<3,5^uorobenzy^ 
propynyl)benzyl]aniino}pro^ 

Nk(lS,2R)-M3,S^uoroben^ 
30 oxadiaz»l-2-yi)methyl]an^ 
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NM(lS^M<3,5Hiiftoorobenzyl>3^ 
yl)me1hyl]amiiK)}-2-hydroxypr^ 

Ni^ClS^-HS^-difluorobenzyl^^P-CS-ethyl-l^Atiiiadiazol^-yl) 
me&yl]amino}-24iydroxypiopyI)-5-me1h^^ 
5 N^lS^RH-( 3 ,5^uorobeiizyl^2-hydro^^ 
thia&a2»l-2-yl)methyl]amino}propyl)-5-m^ 

N 1 -((lS^)4<3,5-difluoroben2yl)-3-{[3-(3-ethyl-l,2,4-tbiadiazol-5-yl) 
methyl]amino}-2-hydroxypiopyl)-5-methy^ 

Ni^lS^^l-CS.S-difluorobenzyl^-hydroxy-S^PKS-isobutyl-l,^- 
10 thiadiazol-5-yl) methyl]aiiiino}propyl)-5-methyl-N 3 ,N 3 -dipropylisoph1halamide, 

N^(lS,m>l<3 ^ 5K^ifIuorobenzyl)-2-hydroxy-3-{[3<3-isob^I^yl-lA4- 
oxadiazol-5-yl)methyl]amino}propyl)-5-methy]-N3 J N 3 -dipropyUsophthalainide, 

Ni^lS^-l^S^-cUfluorobt^l^-fp-CS-elhyl-lA^xadiazol-S-yl) 
methyl]amino}-2-hydioxypropyl>5-me1hy 
15 N!-((lS^R)-l-(3,5-d[ifluorobenzyl)-3-{[(2-ethyl-l,3-oxazol-5: ' 

yl)methyl]amino}-2-hydroxypropyl)-5-me^^ 

N 1 -((lS^R>l-(3,5-di£luoroben2yl)-2-hydroxy-3- {[(2risobutyl- 1 ,3H)xazol-5- 
yl)methyl]ammo}propyl)-5-me%l-N 3 ^ 3 ^ipropylisophflialamide, 

Nk(lS,2R)-H3,5-^uorobenzyl)-2-hydroxy-3-{[(5-isobiityl-l,3,4- 
20 oxadiazol-2-yl)mefoyl]amino}propyl)-5-m^ 

N^lS£R)4-(3,5^uorobenzyl)-2-hydio^ 
tbiadiazol-2-yl)methyl]amino}pro^^^ 

N^lS,2R)4-(3,5-dffluorobenzyl>3-{[(5^ 
y9methyl]ammo}-2-hydroxypropyl)-^^ 
25 NM(lS^R)-l-(3,5-difluorobenzyl)-3-{[(5-ethyI-l,3,4-oxadiazol-2- 
yl)methyl]amino}-2-hydroxypn>py^ 

N^lS^RH<3,5-difluorobenzyl)-3-^^^^ 
yI)methyl]amiiio}-24iydimypropyl^ 
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N^lS,2RH-(3,5^uoroben^^ 
yl)methyl]ammo}-2^ 

Nk(lS,2R)~H3,5^uorobenzy^^^ 
thiadiazol-5-yl)methyl]ainino}pio^^ 
5 Nk(lS,2R)-l-(3,5^fluorobenzyl)-2-hydroxy-3- {[(3-isobutyl-l,2,4- 

oxadiazol-5-yl)methyl]amino}propy^^ 

N^lS,2R)-l-(3,5^uoroben2^ 
yl)methyl]amino}-24iydim^^ 

N 1 <(lS^R>H3,5^uorobenzyl)-2-hydroxy-3-{[(2^ 
10 5-yl)methyl]ammo}pro 

N^(^S,2R)-lK3,5^fluoroben2yl)-3-{[(2-ethy^4- 

pyrimidinyI)methyl]amino} -2-hydroxypropyl)-5-methyl-N 3 ^N 3 - 
dipropylisophthalamide, 

N^(lS,2R)4^3,5^uorobenzyl)-2-hydroxy-3-{[(2-isop 
15 pyrimidinyl)methyl]amino}pro^ 

Nk(lS^)-H3,5^uorobenzyl)-3-{[(2^thynyM- 
pyrimidinyl)^ - 
dipropylisophthalainide, 

N^lS,2RHK3,5KMuorobeiizyl^^^ 
20 pyrimidinyl)metbyl]aiiiino}propyl)-5 

N 1 -[(lS,2R)-l<3,5^fluorobenzyl)-3<{[6<dimethylai^ 
pyrimidinyl]melhyl}amino)-2-hydroxypropyl]-5-methyl-N 3 ,N 3 - 
dipropylisophthalamide, 

Ni-KlS^H^S^uorobei^ 
25 pyriirudinyI]methyl}amino)-2-hydro 
dipropylisophthalainide, 

Ni-tClS^R^l^^^fluorobenzy^-S^Ct^Cdimethyl^ 

pyrmidmyl]methyl}ammo 
dipropylisophthalainide, 
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N^lS£R)-H3,5^uorobe^ 
pyrimidiny])methyl]amin^^ 

N^lS,2RW3,5Kiffluorobenzy^^ 

pyrinridinyl)methyl]ai^ 
5 dipropylisophthalamide, 

N 1 <(lS,2R>l-(3,5-difliion)benzyl>3-{[(5-ethyl-3- 
pyridazinyl)methyl] amino } -2-hydroxypropyl)-5 -methy l-N 3 ,N 3 - 
dipropyhsophthalamide, 

N 3 ^(lS,2R>H3,5-difluorobenzyl)^^ 
10 hydroxypropyl^N^N 5 ^!^ 

N^lS,m)-l-(3,5-diflttorobe^ 
pyridazinyl)methyl]amino}propyl)-5-me^ 

N 3 <(lS,2RH-(3,5^uoroben2^ 
propynyl)benzyl]ammo}pro 
15 r N^(lS,2R)-H3,5^uorobenz^^ 

pyridazinyl)methyl]airuno}propyl)^ 

hydroxypropyl}- N^^KHpropyl-3,5-pyridinedicarboxamide, 

Nk(lS,2R)-K3,5-^iiorobenzyl)-3-{[(6.ettiyl^. 

20 pyridazinyl)methyl] amino }-2-hydro^ 
dipropylisophthalamide, 

N 3 -{(lS,2R)-H3,5^uorobenzy^^ 

isopropyIbenzyI)amino]propyI}-N5^^pro^ 

N^lS,2R)-l-(3,5-difhiorobe^ 

25 pyrazinyl)methyl]amino}-2-h^^ 
dipropylisophthalamide, 

N 3 -{(lS,2RHK 3 >5^uorobenzy^ 

hydroxypropyl}-N 5 ^-dipropyl-3,5-pyridinedicaibo3c^ 

Nk(lS,2R>H3,5^uorobenzy^ 

30 pyrazdnyl)methyl]amino}piopyl^^ 
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N^lS^)-24iydroxy-3-[(3-m^ 
trifluoiobenzyl)piop^ 

N^CCl S^R)-2-hydroxy-l-(3,4,5-trifluoiobenzyl>-3- {[3- 
(trifluoromethyl)benzyl]ai^ 
5 N^lS,2R)-2-hydix>xy^ 
(trifluoromethyl)ben^ 

N^lS^R)-24iydroxy-3~[(3^^ 
tetrafluorobenzyl)pn^ 

N^lS,2R)-l-(3,5^fluorobe^ 

10 methoxy-23niihydro-lH-inden4-yl] 
dipropylisophthalamide, 

N* -((1 S^R)4^3,5^iifluorobenzyl>2-hydioxy-3^ {[(lR£S)-2-hydroxy-6- 
methoxy-2,3^ydio4H-mden-l-yl]amm^ 
benzenetricaiboxamide, 
15 N^(lS^R)-l-(3,5-dm™^^ 

dihydro- lH-inden- 1 -yl] amino} -2-hydroxypropyl)- 5 -methyl-N 3 ,N 3 - 
dipropylisophthalamide, . - 

N^(lS£RH-(3,5^uoroben^^^ 

dihydn>4H-inden-l-yl]ami^ 
20 benzenetricaiboxamide, 

N!-{(lS,2R>2-hydroxy-l-(m^ 
methoxybenzyl)amino]propyl}-5HQaeth^^^ 

N^(lS,2R)-3-[(3-dhylben^^ 
ylmethy0propyl]-5-mefoyl-N 3 ,N^^ 
25 N 1 ^(lS,2R)-2-hydroxy-3-[(3-methoxyben2yl)anm 
me&ylben2yl)pn>pyl]-5-methyl-N 3 JNT 3 -dipropyU 
N^lS^>2-hydroxy-3-[(3-methox^ 
methylbeiizyl)propyl]-N 3 ^ 3 ^^^ 

NM(lS,2R>24iydroxy-3-[(3-m^^ 
30 (trifluorome%l)benzyl]propyl^ 
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N 1 -{(lS^R>2-hydroxy-3-[(3-methoxybenzyl)amiiio]-l-[3- 
(trifliwromethyl)benzyl]pr^^ 

N^lS^R>2-hydroxy-3-[(3-methoxybei^ 
pyridinylmethyl)propyl]-5-methy^^ 
5 NM(lS,m)-24iydroxy-3-[(3-methoxybenzyO^^ 
pyridinylmethyl)propyl]-N 3 ,N 3 ^pro^^ 

NM(lS,2RH-[3-fluoro-5-(tffluoromethyl)^ 
methoxybenzyl)amino]propyl}-5-metfiy^ 

N^KlS^^l-P-fluoiD-S^trifhioromethyObenzylJ-l-hydroxy-S-KS- 
10 methoxybenzyl)amino]propyl}-N 3 ^ 

N 1 -{(lS,2R)-2-bydroxy-3-[(3-methoxybenzyl)amino]-l-[3- 
(trifluorome1hoxy)ben^l]pK>pyl}-5-me^^ 

N l -{(lS,2R>2-hydroxy-3-[(3-metboxyben^l)amino]-l-[3- 
(trifluorome1hoxy)bei]zyl]propyl}^ 
15 Nl-{(lS,2R)-2-hydroxy-l-(3-hydrbxybenzyl>3-[(3- 
methoxybenzy^aminq]propyl}-5-nie1hy^ 

NM(lS3)-2-hydroxyrH3-by^ 
me&oxybenzyl)anrino]propyl}-N 3 ^ 3 ^pro^ 

Ni-KlS^^-hydroxy-S-KS-methoxybenzy^aminol-l-C^ 
20 methylbenzyl)propyl]-5-methyl-N 3 ^N 3 -dipropyKsoph11ialainide, 

Ni-KlS^R^-hydroxy-S-Ka-methoxyba^Oamiiio]-!^- 
me1hy]b€ii2yI)propyl]-N 3 ^ 3 ^piopyl-l,3,54)CTzeneMca]boxanude^ 

N 1 -{(lS,2R>l-(4-fluoro-3-methylbenzyl)-2-hydroxy-3-[(3- 
methoxybaizyl)amino]propyl}-5-methyl-N 3 ^ 3 -dipropyKsophthalamide, 
25 N 1 -{(lS,2R)-l-(4-fluoiD-3-methylben2yl)-2-hydroxy-3-[(3- 
me(hoxybenzyl)amino]propyl}-N 3 ^ 

N 1 -{(lS^R)-l-(4-chloiobenzyl)-2-hydroxy-3-[(3- 
me1hoxybenzyl)amino]propy^ 
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NM(lS,2R)-H4-cMorob 
methoxyben2yI)anmo]propyl}- 

NM(lS^)-2-hydioxy-M 3 -metto^ 
methoxybenzyl)anrino]pro^ 
5 Ni-fClS^^-hydroxy^-CS-methoxybenzy^-S-tCS- 

methoxybenzyl)amino]propyl} - N 3 ,N 3 -dipropyl-l ,3,5'benzenetricarboxamide, 

N l -{(lS,2R>2-hydroxy-H4-meli 1 oxyben2yl)-3-[(3- 
methoxybenzyl)amino]propyl} -5^ 

NM(lS,2R)-24iydioxy^^ 
1 0 methoxybenzyl)amino]propyl}- N 3 ,N3-dipropyl-l,3,5-benzenetricarboxamide, 

N^{(lS,2R)-l<3^Woro-5-fluorobenzyl>2-hydroxy^ 
methoxybenzyl)amino]propy^ 

NM(lS,2R)-H3<hloro-5-fluo^^ 
methoxybenzyl)amino]propyl^ 

15 nM(is;*rh^4^o^ 

methoxyben2yl)amino]pro^ 

methoxybenzyl)amino]propyl^ 

Nl-{(lS,2R)-H3,5^cMorobenzyl)-2-hydioxy-3-[(3^ 
20 methoxybenzyl)amino]propyl}-5-^^ 

N 1 -{(lS,m>l-(3,5-dichlorobenzyl>2-hydroxy-.3~[(3- 
methoxybenzyl)ainino]pro^^ 

N l -{(lS^H-[4^dime^ 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophfhalamide, 
25 NM(lS^>l-[4<dimet^ 
methoxybenzyl)amino^ 

NM(lS^>H3^hloiobenzyi^^^^ 
methoxybenzyl)amino]pTo^^ 
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NM(lS^R>H3<Woiobenzyl>2-ty^ 
methox>toenzyl)anun^ 

N^{(lS,2R)-H3^fluorobenzyl>2-hydioxy-3-[(3- 
methoxybenzyl)amino]pn)pyl}-5-^ 
5 N^ttlS^R^HS-fluorobenzyl^hydioxy^-KS^ 

methoxyben2yl)amino]propyl}- N 3 ,N 3 -dipropyl-l ^-benzenetricaitoxamide, 

NM(lS^)-24iydioxy-H4-^^ 
methoxyben2yl)amino]propyl} -S-methyl-N^^.dipropyiisophthalamide, 

N^{(lS,2R>2-hydroxy4-(4-isopropylbenzyl>3.[(3- 
10 metihoxybenzyl)amino]propyl} - N 3 ^ 3 -dipropyl-l,3,5-benzenetricaiboxamide, 

N^(lS,2R)-2-hydIOxy-3-[(3^ 
pyridinyI)methyl]pro^ 

NM(lS,2R>2-hydroxy-3-[(3-meto^^ 
pyridinyl)methyl]propyl}-N 3 J^ 
15 NM(lS^)-2-hydroxy-3^ 
pyridinyl)methyl]propyI}-5-me^^ 

N 1 -{(lS > 2R>2-hydroxy-3-[(3-methoxyben2yl)a^ 
pyrictinyl)methyl]propyl}-N 3 ^ 

Ni-ttlS^ZRH^-fluoro^m^ 
20 methoxybenzyl)amino]propy^ 

NM(lS£RHK3-fl\K>ro^m^ 
methoxybenzyl)amino]propy 

methoxybenzyl)amino]propy^ 
25 NM(lS;2R)-H3-fluoro^m 
methoxybenzyl)amino]pn)pyl}-^^ 

N!-[(lS;2R)-2-hydroxy-3^ 
methylben2yl)pit)pyl]-5-m^^ 
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N^lS^>2-hydroxy-3HX3-m^ 
me%lben2yl)pro^ 

N^lS^)-2-hydroxy-34(3-meto^ 
ylmethyl)propyl]-5-methyl-N^ 
5 N^lS^R)-2-hydioxy-3-[(3-meto^ 
ylmethyl)propyl]-N 3 ^ 

NM(lS^R>l-[(5-cMoro-2-thien^^^^ 
methDxybenzyl)aniino]propyl} -5-mefhyl-N 3 ^ 3 ^piopyUsophthalamide a 

NM(lS^H-[(5-cMoro-2-th^ 
10 metiioxybenzyl)aiiiino]propyl} -N 3 ,N3-dipropyl- 1 ,3 ,5-benzenetricaiboxamide, 

N-{(lS£RH^3,5^uoioben^ 
hydroxypropyl} ^hydroxy-3^1 -pyrroUdinylcaibonyl)benzaim 

N-{(lS;2RH^3,5^:fluorobe^ 
hydroxypropyl}-5-methyl^ 
15 N-{(lS£RH^3,5-dffluoTobe^ 
hydroxypropyl}-2-[(methyls*^^ 

N-{(lS£R>H3,5^uorobenzyl)^ 
hydroxypropyl}-2-[(jpropylsnolfonyl)amm > 

N-{(lS^>H3,5-dmuorobenzyl)-2-liydroxy-3^[(3- 
20 methoxybenzyl)amino]propyl}^ 

N-{(lS,2R>M3,5-difl^ 
methoxybenzyl)amino]propyl}-2-[(propylsulfo 
carboxamide, 

N-{(lS^R>l-ben2yl-34(3^thylbenzyl)amino]^ 
25 [(methylsulfonyl)anm 

N-<(lS^R)-H3,5^difluoix>boizyl>3-{[l-<3- 
ethylphenyl)c^clopropyl]an^ 
oxazole-4-carboxamide f 

N-((lS^R)-l-(3,5^flwtoben2yl>3-{[lK3-etliylphenyl>l- 
30 methylethyl]amino} -2-hydrox^^ - 
pynolidinylcaibonyl)bCTzamide, 
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N<(lS,m)-1^3,5^uoiobenzyl>3-{[H3^thylphenyl)-l- 
metbylettiyl]amino} -2-hydroxypropyI)-2-[(methylsulfcmyl)amino]-l ,3-oxazole-4- 
caiboxamide, 

N-{(lS£R>l-benzyl-2-hydroxy^ 
5 [(methylsulfonyI)amino]- l,3-oxazole-4-caiboxamide, 
N<(lS£RHK3,5^uoiobe3i^^^ 
methylethyl]amino}-2-hydroxjp^ 
oxazole-4-caiboxamide, 

N<(lS^R)-H3,5-difluoiobenzyl>3-{[l-(3-. 
10 ethylphenyl)cyclopiopyl]amino 
pyrroIidinylcarbonyl)benzamide, 

N- {(1 S£R>H3,5^fluorobenzyl)^ 
hydroxypropyl} -2-[(methylsuIfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 
N-{(iS^>H3,5-difluoiobeazyl>2-hydroxy-3-[(3- 
15 methoxybenzyl)amino]propyl}-2-[(methylsulfonyl)amm . 
carboxamide, 

: N-{(lS£R>1^3>dffluorobenzy^^ 
hydroxypropyl}-5-me1^ 

N^{(lS,2R)4^3,5^uorobenzyl)-2-hydroxy-3-[(3- 
20 me&oxyben2yl)amino]propyl}^hyto 

N-{(lS^HW^uorobenzyl^^^ 
iodobenzyl)amino]propyl}^[(me%^ 

N- {( 1 S^R>1 -benzyl-2-hydroxy-34(3-iodoben2yl)amino]propyl} -2- 
[(methylsulfonyl)amino]-l ,3-oxazole-4-carboxamide, 
25 N-{(lS,2R>K3,5^uoioben^ 

iodobenzyl)amino]propyl} -5-methyl^[(methylsulfbnyl)amino]-l,3-oxazole-2- 
carboxamide, 

N-ftlS^RH^S^fluoroben^ 
hydroxypiopyl}^hydroxy-3^1-piperi^ 
30 N-{(lS,2R>H3,5^uorobenzy^^ 
hydroxypropyl}^[(methylsulfonyl) 

N-{(lS,2R)-l~benzyl-2-hydroxy^ 
2-[(methylsulfonyl)amino]-l ,3-oxazole-4-caiboxamide, 
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N-{(lS^H^3,5-difhwrobe^ 
hydroxypropyl} -S-methyM-ffa 

N-{(lS;ZR)-H3,5^uoiobenzyl)-3^ 
hydroxypropyl} ^hydroxy-S-C^moipholinylcaAonyObenzamide, 
5 N-{(lS£RH<3,5Kiifluoi^^ 
hydroxypropyl}^[(ethylsulfo^^ 

N-{(lS^R>H3,5-(fifluorobenzyl)-2-hydroxy.3.[(3- 
iodobenzyl)amino]propyl} -5-methyl-2-[(me1hylsulfonyl)amino]-l,3-oxazole-4- 
carboxamide, 

10 N-{(lS^R)-lK3,5-dmuorobenzyl)^hydroxy-3-[(3- 

iodobenzyl)amino]propyl} -4-[(ethylsulfonyl)amino]-l ,3-oxazole-2-carboxamide, 

N-{(lS£R>M3>dffluon>be^^ 
hydittxypropyl}^hydroxy-3^4-moiphohn^^^ 

N-{(lS^)4K3,5-difluoroben^l>2-hydioxy-3-[(3- 
1 5 iodobefozyl)amino]propyl} -4-[(propylsulfonyl)amino]-l ,3-oxazole-2-carboxamide, 
N- {(1S,2R>1 "(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)amiiio]propy^^ 
caiboxamide, 

20 iodobenzyl)amino]prppyl}^[(methylsulfonyl)amm 

N-{(lS^>1^3,5-difluoiobenzyl>-2-hydroxy-3-[(3. 
methoxybenzyl)amino]propyI}^hydro^ 

N4(lS£RH<3,5-dffluorobenzyl>3-^^^ 
hydroxypropyl} -4«[(methylsulfonyl)amino]- 1 ,3-thiazoIe-2-carboxamide, 
25 N-{(lS£R>H3,5^uoroben2^ 

hydroxypropyl}-5-me%l-2-[(methylsulfonyl)aniiiio]- 1 ,3-oxazole-4-caiboxamide, 

N-{(lS^)-H3,5^uorobenzy^^ 
hydroxypropyl} -2-[(methyls^ 

N-{(lS>2RM^3,5Kimuoro^^ 
30 hydroxypropyl} ^hydroxy^<l-pipeiminylcaibonyl)ben2amide, 
N-{(1S^)-H3,5^uoroben^ 
hydroxypropyl}^methyl-2-[(me^ 
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N 4 4(lS^H^3,S-dmuoiob^ 
hydroxypropyl} -2-[(methylsulfonyl)amino]- 1 ,3-oxazole-4,5-dicarboxamide, 

N-{(lS^>H3,5^uoix>benzyl>2-hydroxy-3^[(3- 
iodobenzyl)amino]propyl}-2-[(methyls^ 

5 NM(lS,2R>H3,5-difluoiobe^ 

hydroxypropyll^hydioxy-N^-inethylisophthdainide, 

N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy'-3-[(3- 
iodobenzyl)amino]propyl}^methyl-2-[(methylsulfonyl) 
carboxamide, 
10 N-{(lS,2R)-H3,5^fluorobenzy^^^ 
hydroxypropyl}-2-[(e1hylsulfo^ 

N-{(lS^>H3,5-difluorobe^ 
iodobenzyl)amino]propyl}-5-[(m 

NM(lS,2R)-l-(3,5-dmuoiob^ 

1 5 methoxybenzyl)amino]propyl} -^hydroxy-N^-methylisophflialaniide, 
N-{(lS^R)-H3,5^fluoroben2yl)-2.hydroxy-3-[(3- 
iodobenzyl)amko]pi<)pyl}^-methyl-5^ 
carboxamide, : : - v ; ; • 

N-{(lS,2R>H3,5-dffluor6B^^ 
20 methoxybeii2yl)aniino]^^ ,3-oxazole-4- 
carboxamide, 

N-{(lS,2R>H3,5-difluorobei^ 
hydroxypropyl}^methyl-5-[(mefoyls^^ 

Nl-{(lS^>H3,5^uorobenzyl)-2-hydroxy-3-[(3- 

25 methoxybenzyl)amino]propy^ 

N-{(lS,2R)-H3,5^uorobe^l>3^ 
hydroxypropyl} -5-[(methylsulfonyl)amino]-l ,3-oxazole-2-caiboxamide, 

N-{(lS,2RM-(3,5^uorobenzy^ 
iodobenzyl)amino]propyl}-2-[(ethylsulfonyl)am^ 
30 N-{(lS,2R>H3,5^uoroben^ 

hydroxypropyl } -5 -[(methylsulfony l)amino]-3 -isoxazolecarboxamide> 
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NMClS^H^S^iifhioro^ 
hydroxypropyl} -N^^thyl^hydroxyisophthalainide, 

N-{(lS,2R>H3 5 5-^uoiobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]piiopyl}^ 
5 N-{(lS,2R>l<3,5Kiifluoiobenzyl>2-hydroxy-3<[(3. 

iodoben2yl)amino]propyl} -2-[(propyIsulfonyl)amino]-l ,3-oxazole-4-caiboxamide, 

N-{(lS,2R)4<3,5^uoroben2yl)-2-hydroxy-3-[0 
iodobenzyl)amino]prDpyl}-3-[(methylsulfonyl)amm 

Nl»{(lS^>K3,5Klifluorobenzyl)-2-hydroxyO~^ 

10 iodobenzyl)ainino]piDpyl}-^ 

N-{(lS,2RHK3,5-difkoro^^ 
hydroxypropyl}-3-[(me*hyls^ 

N-{(lS,2R>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyi} -2-[(propylsulfonyl)amino]- 1 ,3-oxazole-4- 
15 caiboxamide, 

N-{(lS^R)-H3,5-^uorobenzyl)-2^hydioxy-3-[(3- 
iodobenzyl)amino]propyl} -5-(hydroxymethyl)-2-[(m 1 ,3- 

oxazole-4-caiboxamide, 

^-(cyclopropylmetiiyO-N 1 - {(1S,2R)-H 
20 [(3-iodobenzyl)amino]propyl} -4-hydroxyisophthalainide, 

5-cyclopropyl-N- {(lS^H<3,5-di£hiorobei^ 
iodobenzyl)amino]propyl}-2-[(me^ 

N-ftlS^RH^S^fluoittben^^ 
hy<koxypi:opyl}-2-[(propylsu^^ 

25 N-{(lS;2RH<3,5^fluorobe^ 
iodobenzyl)amino]prc^yl}-5^ 
caiboxamide, 

N^cyclopropylme^yl^ 
ethyIbenzyl)amino]-2-hydroxypropyl} -4-hydroxyisophthalamide, 
30 N-[(lS^>K3,5^uorobe^l>2-hydroxy-3^isopentyl 
[(methylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 

N-{(lS;iRH<3,5^uoiobenzy^ 
hydroxypropyl}-5-methyl-2-[(propyls^ 
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N-[(l S^R)-3-{cycIopropylaniino)- 1 ^3,5-di£Iuorobenzyl)-2~hydn>xypropyl]- 
2^(methylsulfbnyl)anro^ 

N-[(lS^>3-[(3-ethyIbenzyl)amino]-2.hydix)xy-H4- 
hydroxybea^l)propyl]-2-[(methylsulfoByl)aiim 

5 NM(lS;2R)-H3,5-<Muorobe^ 

hydroxypropyl} ^hydroxy-N^^sobutylisophthalamide, 

2-{[(cyclopropylmethyl)sulfonyl]amino}-N- {(lS,2R>l-(3,5- 
difluorobenzyl)-3-[(3-e^ 
carboxamide, 

10 NM(lS,2RH^3,S^uorobenzyl)^^ 

hydroxypropyl} -4-hydroxy- -isobutyl-N 3 -methylisophthalamide, 

N-{(lS,2RH<3,5-dmuoroben^ 
hydroxypropyl}-2-[(isobutyk 

N 3 ^cyclopropylme%l>NM(l^^ 

15 ethylbenzyl)anuno]-24iy<to^ 

N-{(lS,2RH<3,5-difluoro^^ 
methoxybenzyl)ammo]propyty 
carboxaroide, 

NM(lS,2R>H3,5^uonAe^^ 

20 hydroxypiopyl}^4iydbx^^ 

N-{(lS^)-K3,5-difluorobenzyl)-2-hydix>xy-3-[(3- 
iodobenzyl)amino]propyl} -2-[(isobutylsulfonyl)ainino]-l ,3-oxazole-4-carboxainide, 

N^{(lS^R>l-(3,5KiifluoK)ben2yl)-2-hydroxy-3-[(3- 

methoxybenzyl)ammofr^ 
25 N-{(lS^>K3,5-difluon>benzyl>2-hydroxy-3-[(3. 
iodobenzyl)amino]propyl}-24^ 

NM(lS,2RH-(3»5-difluorob^ 

methoxybenzyl)amino]prc^ 

N-{(lS^)-H3,5-dmuorobenzyl>2-hydroxy-3-[(3-- 
30 iodobenzyl)amino]pn)pyl}-2-{[(4-methylphenyl)sulfo 
carboxaroide, 
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N^lS^H^-dmuorobe^ 
hydroxypropyl} -N3^yl^hydroxy-N 3 i)ropylisophthalamide, 

N- {(lS^R)-H3,5-di£luorobenzyl>3-[(3^thyIbenzyl)ai^ 
hydroxypropyl}-2-{[(4-methylph^ 
5 N- {(lS£RHK3,5-dmuoroben^ 

hydroxypropyl} -2-[(phea^ls^ 

Nl-{(lS^>l-(3 > 5-dmuorobenzyl>3-[(3^yIbenzyl)a^ 
hydroxypropyl} ^hydroxy-N 3 , N 3 -dipropylisophthalamide, 
N-{(lS^H^3,5^difluorob<^^ 
10 hydroxypropyl} -2-[methyl(methylra^ 

Nl-{(lS,2R)4<3,5^uorobenzyl)-2-hydxoxy-3-[(3- 
methoxybenzyl)amino]propyl} -4-hydroxy-N 3 , N^-dipropylisophthalamide, 

N-{(lS£R>H3,5-difluorobe^^^ 
iodoben2yl)amino]propyl}-2-[methyl(methylsu^ 
15 carboxamide, 

NM(lS,2RH^3,5^uorobei]zyl)-^^^^ 

- iodobenzyl)amino]propyl}-4-hydroxy-N 3 , N 3 -dipropylisophfhalamide, 
N-{(lS^R>l-(3,5-dmuorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-2-[(methylsulfonyl^ 
20 N- {(lS£R)-H3,5^uorobenzyl>^ 

hydroxypropyi}-2-[(methylsu^^ 

NM(lS^H<3,5^fluorobenzy^ 
hydroxypropyl} -54(methylsu^^ 

NM(lS,2RM-(3,5^fluorobet^ 
25 hydroxypropyl} -5-[(ethylsiito^ 

N 1 -{(lS^R>H3,5^uorobenzyl)-3-[(3^%lbenzyl)amino 
hydroxypropyl}-N 3 ^ 3 ^propyl-5-[(p^ 

NM(lS^H<3,5^uorobenzyl)^ 

■JO 

hydroxypropyl} -5-[(isopropylsi^o^ 
30 N l -{(lS^R>l<3^^uorobei^l>3-[(3-ethyIbenzyl)ain^ 
hydroxypropyI}-5-[(isobutylsulfonyO 
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N l -{(lS^H^3,5-difluorobe^ 
hydroxypropyl}-N 3 JN 3 Kiipro^^ 

N l -{(1 S^)-H3,5-diiluoroben2yl>3-[(3^thyIbenzyl) 
hydroxypropyI}-5-[(2-f^ 
5 N^(lS^H<3>difluorobei^^^ 
hy<kx>xypropyl}-N 3 ,N 3 ^pro^ 

NM(lS^H<3,5^fluorobenzy^^ 
hydroxyprx>pyl}-5-[(l,3<>xazoM^ 

N^(lS^)-H3,5Kiifluorobe^ 
10 hydroxypropyl}-5-[(l,3-oxazol^y 

^-{(lS^RHK^S^uorob^ 
hydro^n)pyl}-N 3 ,N 3 ^pro^ 

NM(1S;2R)-H3>difluorobe^ 
hydraxypropyl} -5-{[(l -metfayl-lH-imidazol^yl)sulfonyl]amino} -N 3 ,N 3 - 
15 dipropylisophthalamide, 

N^(lS^H<3,5^fluoiobe^ 
hycfroxypropyl}-5-[(phenyls^ 

5-{[(5-cyanopyridin-2^yl)sulfonyl]amm 
difluoroben^l)-3-^ 
20 dipropylisophthalamide, 

N^(lS£RH<3,5^uorobemzyl)^^ 
hydroxypropyl}-N^N 3 ^propyl-5<{^ 
yl]suIfonyl}amino)isophthalanride, 

N-{(lS;ZR>H3,5^fluorobe^ 
25 hydroxypropyl}-3-{[(l-me^ 

N-{(lS^RH^3,5^£taoroben^ 
hydroxypropyl}-3<{[5<trifluorome&yl)pyri 

3-{[(5^yanopyridin-2-y0^ 
difluoroben2yl>3-[(3^ylbe^ 
30 N-{(lS;2R>H3,5^uor^ 

hydroxypropyI}-3-[^henylsulfonyl)a3runo]benzamide, 

N-{(lS^>H3,5^uon>be^l)-3-[(3-ethyIben2yl)a^ 
hydroxypropyl}-3-[(methyls*^^ 
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N-{(lS,2R)4^3,5^uorobenzy^^^ 
hydroxypropyl}-34(^ylsulfonyl)amino]ben2am 

N-{(1S,2R>1 ^S^uorobenzyl^-KS^^lb^ 
hydroxypropyl} 0-[(pxopylsulfonyl)amino]benzaimde, 

5 N-{(lS,2RH^3,5-dffluorobe^ 

hydroxypropyl} -3-[(isobutylsulfonyl)amino]beazanride, 

N-{(lS,2RH<3,5Kiffluorobe^ 
hydroxypropyl}-3-[(isopi^ 

N-{(lS,2RH<3,5^uorobenzyl>3^ 
10 hydroxypropyl}-3-{[(l^y^ropyl)sulfo^^ 

3-[(cyclohexylsulfonyfl 
ethyIbenzyl)ammo]-2-hy<^ 

N-{(lS,2RH-(3,5^uorobenzy^ 
hydroxyprc^y]}-3-{[(l-propylbutyl)sulfonyl]amm 
15 N-{(1S,2R)-1 ^3,5-difluorobenzyl>3-[(3^%lbenzyl)amino]-2- 

hydroxypropyl} -3-[(thien-2-ylsulfonyl)amijQo]benzainjde 5 

N-{(lS,2RH^3,5^uorobenzyl^ 
hydroxypropyl } -3-[(2-fiirylsulfonyl)amino]benzamide, 

N-{(lS,2RH<3>difk^ 
20 hydroxypropyl } -3-[(isoxazol-5VlsiM^ 

N-{(lS£R>H3^difluorobei^ . 
hydroxypropyl}-3-[(isoxazol-3-ylsulfonyl)amino]benzam 

N-{(lS,2R>H3,5Himuorobe^ 
hydroxypropyl} -3-[(3-finylsulfonyl)ainino]beiizamide, 
25 N-{(lS^)4^3,5^uorobenzyl)-3-[(3-ethyIbenzyl)aii^ 
hydroxypropyl}-3-[(tMen-3-ylsulfonyl)amino]benzamide, 

N-{(lS^R>H3,5^uorobenzyl)-3-[(3^thyIbenzyl)anm 
hydraxypropyl}-3-[(l,3-thia2»l^ylsulfonyl)amino 

N-{(lS£R>H3,5-dffiuorobei^^ 
30 hydroxypropyl}-3-[(l,3-thiaro^ 

N-{(lS^R>H3,5-dmuorobenzyl)-34(3^thylbenzyl)aiiim 
hydroxypropyl} -3-[(l ,3-tMa2xd-2-yls^ 

N l -[(lS^>H3,5^uorobra2yl)-2-hydroxy-3-(isopentyIanm 
N 3 ^ 3 ^propyl-5-{[(trifta^^ 
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N^KlS^H-ammo-^ 
dipropyl-5- {[(trifluoromethyl)s^on^ 

N^KlS^R^-amino^-ftS^uorobe^^ 
[(methylsulfonyl)amino]-N ,N -dipropylisophlhalamide, 

[(methylsxdfonyOamino]^ 

N^tert-butyl)^ 
ethylbenzyl)amino]-2-hydro^ 

N 2 -<tert-butyl)-^^^ 
10 ethyIbenzyl)amino]-2-hydroxypropy^ 

ethylben^l)amino]-2-hydroxypropyl}isophthalajm 

3-tert-butoxy-N-{(lS,2R>H^ 
2-hydrox)^ropyl}benzamide, 
15 3-tert-butoi^-N-{(lS,2R>l-^ 
2-hydroxypropyl}-5-methylbenzamide, 

N-{(lS,m>l-(3,5KlifIuoiobe^ 
hydroxypropyl}-3-{[(trifluoit)m^ 

N-{(lS,2RH-(3,5-dmuoroben^^ 
20 hydroxypropyl}-3-(trifluoromeffioxy)te 

N-{(lS,2RH^3><Muorobenzyl)^^ 
hydroxypropyl} -3-methyl-5-(trifluoromethoxy)benzaniide. 

26. A protected compound of the formula (HI) 



25 



O 
ii 

PROTECTING GROUP — HIsT y c 



v X 



(ill) 



where Ri, R2 andR 3 are as defined in claim 1; 
where Xi is -CI, -Br, -I,-(Mosylate, -O-mesylate, or -O-nosylate; 
where PROTECTING GROUP is selected from the group consisting oft- 
butoxycaibonyl, benzyloxycaibonyl, formyl, trityl, acetyl, trichloroacetyl, 
30 dichloroacetyl, chloroacetyl, trifluoroacetyl, difluoroacetyl, fluoro acetyl, 4- 
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phenylbenzyloxycarbonyl, 2-methyIbenzyloxycarbonyl, 4- 
ethoxybenzyloxycaibonyl, 4-fluoiobenzyloxycaibonyl, 4-chlorobenzyloxycarbonyl, 
3-cMorobenzyloxycaibonyl, 2-chlorobenzyloxycarbonyl, 2,4- 
dichloiobenzyloxycaibonyl, 4-bromobenzyloxycarbonyl, 3- 
5 bromoben2yloxycarbonyl, 4-nitrobenzyloxycarbonyl, 4-cyanobenzyloxycarbonyl, 2- 
(4-xenyl)isopropoxycarbonyl, lj-diphenyleth^-yloxycaibonyl, 1,1-diphenylprop- 
1-yloxycaibonyl, 2-phenylprop-2-yloxycarbonyl, 2-<p-toluyl)prop-2-yloxycaibonyl, 
cyclopentanyloxycarbonyl, 1-methylcyclopentanyloxycaibonyl, 
cyclohexanyloxycarbonyl, 1-methylcyclohexanyloxycabonyl, 2- 

10 methylcyclohexanyloxycaibonyl, 2-(4-toluylsulfonyl)ethoxycarbonyl, 2- 
(methylsulfonyl)ethoxycarbonyl, 2-(triphenylphosphino)ethoxycarbonyl, 
fluorenylmethoxycarbonyl, 2-{trimetJiylsilyr)ethoxycarbonyl 1 allyloxycarbonyl, 1- 
(trimetbylsilyImethyl)prop-l-enyloxycaibonyl, 5-benzisoxalyImethoxycarbonyl, 4- 
acetoxybenzyloxycaibonyl, 2,2,2-tricMoroethoxycarbonyl, 2-ethynyl-2- 

15 propoxycarbonyl, cyclopropylmethoxycaibonyl, 4-(decyloxyl)benzyloxycarbonyl, 
isobornyloxycaibonyl and 1-piperidyloxycarbonyl, 9-fluorenylmethyl carbonate, 
-CH'CH=CH 2 andphenyl-C(=N->H. 

27. A protected compound of formula (HI) according to claim 26 where Ri is: 
20 -CH 2 -(Ri^ryi), or ]\ * 

-CH2-(Ri-hcteroaryt)- 

28. A protected compound of formula (HI) according to claim 27 where Ri^yi is 
phenyl. 

25 

29. A protected compound of formula (HI) according to claim 28 where phenyl is 
substituted with one, two or three -F, -CI, -Br or -I. 

30. A protected compound of formula (HI) according to claim 29 where phenyl is 
30 substituted with one or two -F. 



3 1 . A protected compound of formula (CO) according to claim 30 where phenyl is 
substituted with two -F in the 3- and 5- positions giving 3,5-difluorophenyL 
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32. A protected compound of formula (III) according to claim 26 where R2 and R3 
are both -H. 

33. A protected compound of formula (DJ) according to claim 26 where 
5 PROTECTING GROUP is f-butoxycarbonyl. 

34. A protected compound of formula (HI) according to claim 26 where 
PROTECTING GROUP is benzyloxycaibonyl. 

10 35. A protected compound of formula (HI) according to claim 26 where Xj is -CI or 



36. A protected compound of formula (DDQ according to claim 26 which is selected 
from the group consisting of: 



-Br. 



15 



tert-butyl (1 S)-3-bromo-l-(3,5-difluorobenzyl>2-oxopropylcarf)amate, 
tert-butyl (1 S)-3^hlora-H3,5-difluorobenzyl)-2HDXc^ropylcarbamate, 
benzyl (lS)-3-bromo-l-(3,5-difluoroben^ 
benzyl (lS)-3^Moro-i-(3,5-difluoroben^ 



20 37. An alcohol of the formula (TV) 



OH 




where Ri, R2 and R3 are as defined in claim 1; 

where Xi and PROTECTING GROUP are as defined in claim 26. 



25 



38. An alcohol of formula (IV) according to claim 37 where Ri is: 
-CHHRi-axyi), or 

-CH2-(Rl-hetcn>aiyi)- 



30 39. An alcohol of formula (IV) according to claim 38 where Ri-ayi is phenyl 
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40. An alcohol of formula (IV) according to claim 39 where phenyl is substituted 
with one, two or three -F, -CI, -Br or -L 

5 41 . An alcohol of formula (IV) according to claim 40 where phenyl is substituted 
with one or two -F. 

42. An alcohol of formula (IV) according to claim 41 where phenyl is substituted 
with two -F in the 3- and 5- positions giving 3,5-difluorophenyl. 

43. An alcohol of formula (IV) according to claim 37 where R 2 and R 3 are both -EL 

44. An alcohol of formula (IV) according to claim 37 where PROTECTING 
GROUP is ^butoxycarbonyl. 

15 

» 

45. An alcohol of formula (IV) according to claim 37 where PROTECTING 
GROUP is ben2yloxycarbonyi. 

"... 46. An alcohol of formula (IV) according to claim 37 where Xi is -CI or -Br. 
20 

47. An alcohol of formula (TV) according to claim 37 which is selected from the 
group consisting of: 

tert-butyl (IS, 2S)-3-bromo-l-(3,5-difluorobenzyl)-2- 
hydroxypropylcarbaniate, 
25 tert-butyl (IS, 2S)-3-chloro-H3,5-difluorobenzyl)-2- 

hydroxypropylcarbamate, 

benzyl (IS, 2S>3-bmmo-l-(3,5-difluorobenzyl)-2-hydroxypropylcarbamate 

and 

benzyl (IS, 2S>3-cMoro-l-(3,5-diiluorob 

30 

48. An epoxide of the formula (V) 
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0 

/\ 

PROTECTING GROUP — HN y c / C v 

where R 2 and R 3 are as defined in claim 1 ; 

where PROTECTING GROUP is as defined in claim 26 and 

where Ri is: 

5 -CEfc-phenyl where -phenyl is substituted with two -F, 

^CH2)nrRi*eteiDai^ where Ri-tetcroayiis as defined in claim 1 or 
-(CH2)ni-Rt4ietBn3cycie where Ri4ietnocycteis as defined in claim 1 . 

49. An epoxide of formula (V) according to claim 48 where Ri is: 

10 "(CH2)iiI-(Rl-heten>aryl)- 

50. An epoxide of formula (V) according to claim 48 where ni is 1 . 

5 1 . An epoxide of formula (V) according to claim 48 where Ri is: 

52. An epoxide of formula (V) according to claim 51 where ni is 1. 

53. An epoxide of formula (V) according to claim 48 where phenyl is substituted in 
20 the 3- and 5- positions giving 3,5-difluorophenyl. 

54. An epoxide of formula (V) according to claim 48 where R2 and R3 are both -EL 

55. An epoxide of formula (V) according to claim 48 where PROTECTING 
25 GROUP is f-butoxycaibonyl. 



56. An epoxide of formula (V) according to claim 48 where PROTECTING 
GROUP is benzyloxycarbonyl. 
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57. An epoxide of formula (V) according to claim 48 which is selected from the 
group consisting of: 

tert-butyl (lS>2^3,5^fluorophenyQ-H(2S)^^ and 
berayl (lS>2^3,5^uoropheny^ 

5 

58. A protected alcohol of the formula (YD) 



OH 

PROTECTING GROUP — HN .CH / HY t 

X 9^ x rc 

R-j R2 R3 

where R 2 , R 3 andRc are as defined in claim 1, 
10 where PROTECTING GROUP is as defined in claim 26 and 

where Ri is: 

-CH 2 -phenyl where -phenyl is substituted with two -F, 
<CH 2 )nrRi-betax>aiyj where Ri-hctewiyjis as defined in claim 1 and 
^CT^ni-Ri^eteKK^wb 616 Ri-hdem^cieis as defined in claim 1, 
15 chemically acceptable salts thereof. 

59. A protected alcohol of formula (VII) according to claim 58 where Ri is: 

-(CH2)nl-{Rl-heteroaryl)- 

20 60. A protected alcohol of formula (VII) according to claim 59 where n t is 1 . 
61. A protected alcohol of formula (VH) according to claim 58 where Ri is: 

^CH2)nl-(Rl-hefcrocycle). 

25 62. A protected alcohol of formula (VII) according to claim 61 where n x is 1 . 



(VII) 



63. A protected alcohol of formula (VII) according to claim 58 where phenyl is 
substituted in the 3- and 5- positions giving 3,5-difluoiophenyl. 
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64. A protected alcohol of fonmila (VII) according to claim 58 where R2 and R3 are 
both-H. 

65. A protected alcohol of formula (VII) according to claim 58 where 
5 PROTECTING GROUP is /-butoxycaibonyl. 

66. A protected alcohol of formula (VII) according to claim 58 where 
PROTECTING GROUP is benzyloxycaibonyl. 

10 67. A protected alcohol of formula (VII) according to claim 58 where Rc is: 
-H, 

-Ci-C 8 alkyl, 

-(CH 2 )ou3-(C3-C 7 ) cycloalkyl, 

-(CRc-xRc-y)(W-Rc-atyl, 
15 -(CRc-xRc-y^-Rc-heteroaryl, 

-(CRc-xRc-y)(M-Rc*cterocycle, Or 

-cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi or Rc- 

- 

heteroaryl Or Rc-heterocyclc Where Rc-ary! Or Roheteroaryl Or Rc-heteiocycie are as defined in 

claim 1. 

20 68. A protected alcohol of formula (VII) according to claim 67 where Rc is: 

-Cj-Cs alkyl, 

-<CH 2 )o.3-(C3-C7) cycloalkyl, 

^CRc- x Rc-y)(M-Rc-aiy!, 
-(CRc- x Rc-y)o-4-RC.hctcroaryI, 
25 ^CRc^ x Rc-y)(M'Rc-hetefocyclet Or 

- cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc^ryi or Rc- 

hetcroaryl Or Rc-hcterocycle where Roaryl Or Rc-heteroaiyl Or Rc-hctcrocycle are as defined in 

claim 1. 

30 69. A protected alcohol of formula (WIS) according to claim 68 where Rc is: 
-Ci-Cg alkyl, 
-{CRc-xRc-y)(M-Rc^ 

-(CRc- X Rc-y)o-4"Rc-heteroaryl, 
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- cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi or Rc- 

heteroaiyl or Rc-tetoocyde where Roaryl 01 Rc-heteroayl OX Rc-hcterocyc!e are aS defined in 

claim 1. 



5 70. A protected alcohol of formula (VD) according to claim 58 which is selected 
from the group consisting of: 

tert-butyl (IS, 2R>l-(3,5-difluoroben2yl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propylcarbaniate, 

tert-butyl (lS^R)4-benzyl-3-(ethylamino)-2-hydroxypropylcaihamate > 
10 tert-butyl (lS,2R)-l-benzyl-3-(ben2ylamino)-2-hydroxypropylcarbamate^ 

tert-butyl (1S,2R)-1 -benzyI-3-(tert-butylamino)-2-hydroxypropylcarba^ 
tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(4- 
methylbenzyl)amino]propylcarbaniate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[2-(4- 
1 5 methoxyphenyl)ethyl]amino}propylcarbamate 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propylcarbamate, 

ethyl ({(2R,3S)-3-[(tert-butoxycarbonyl)amino]-2-hy(boxy-4- 
phenylbutyl} amino)(phenyl)acetate, 
20 tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(2- 

phenylethyl)amino]propylcaibamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-{[(lS>2-hydroxy-l- 
(hydroxymethyl)-2-phmylethyl]amino}propylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-3-[(2-chloroben2yl)amino]-2- 
25 hydroxypropylcarbamate, 

tert-butyl (lS,2R>l-benzyl-3-[(4-cUorobenzyl)arnino]-2- 
hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-{[2-<2- 
hydroxyethoxy)elhyl]amino}propylcaibamate ) 
30 tert-butyl (lS^>l-benzyI-3-(23^ydro-lH-inden-l-ylainino)-2- 

hydroxypropylcarbamate 

tert-butyl (lS^R>l-benzyl-2-hydroxy-3-[(2- 
hydroxypropyl)amino]propylcaibamate, 
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tert-butyl (lS;2R>l-ben2yl-2-hydn)xy-3-[^^^ 
fiiranylmethyl)amino]propylcaibamate, 

tert-butyl (lS^>l-benzyl-3-[(2,2-die4oxye%l)aiuino]--2- 
hydroxypropylcarbamate, 
5 tert-butyl (lS,2R)-l-ben2yl-2-hydroxy-3-(p 

tert-butyl (lS,2R)4-be^lO-(cyclohexylamino)-2- 
hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(2- 
pyridinylmetbyl)ainino]propylcaibamate, 
10 tert-butyl (lS,2R>3-[(2-aminobenzyl)amino]-l-benzyl-2- 

hydroxypropylcarfaamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
pyridinylmethyl)ainino]propylcarbamate, 

tert-butyl (lS,2R>l-benzyl-2-hydroxy-3-{[2-(l- 
1 5 pyn , olidinyl)ethyl]amino}propylcarbamate, 

tert-butyl (lS,2R>l-benzyl-2-hydroxy-3-[(2-hydroxy-2- 
phenylethyl)ainino]propylcarbamate, 

tert-butyl (lS^R)-14jenzyl-3-[(3-butoxypix)pyl)amiiio]-2- 
hydroxypropylcarbamate, 
20 tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 

isopropoxypiDpyl)amino]pn)pylcarbamate 

tert-butyl (lS,2R)-l-benzyl-2-hydir)xy-3-(isopen^ 

tert-butyl (lS^R>l-benzyl-2-hydroxy-3-[(3- 
phOTylpiopyl)amino]propylcaibamate, 
25 tert-butyl (lS,2R)-l-benzyl-2-hydioxy-3-[(2- 

methoxyethyl)amino]propylcaibarnate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(2- 
phenoxyethyl)amino]propyIcarbamate, 

tert-butyl (lS^R>l-ben2yl-2-hydroxy-3-[(2- 
30 propoxyethyl)amino]propylcarbamate, 

tert-butyl (lS,2R>l-benzyl-3-[(3,3-dime%lbutyl)amino]-2- 
hydroxypropylcarbamate, 

tert-butyl (lS^R>l-benzyl-2-hydroxy-3-[(4- 
phenylbuty^aminolpropylcaibamate, 
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tert-butyl (lS^R)-Ubenzyl-2-hydroxy-3-[(3- 
iodobenzyljaminolpropylcaibamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(4- 
nitrobenzyOaminoJpiopylcaibaznate, 
5 tert-butyl (lS 9 2R>l-benzyl-3-[(3-cUorobenzyl)amino]-2- 

hydroxypropylcarbamate, 

tert-butyl (lS^R)4-benzyl-3-[(4-chlon>ben2yl)amino]-2- 
hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-{[2-(2- 
10 pyridinyl)e<hyl]ainino}propylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(4- 
pyridinylmethyl)amino]propylcarbamate, 

tert-butyl (lS 5 2R)-l-benzyl-2-hydroxy-3-{[2-(l-methyl-2- 
pyrrolidinyl)ethyl]amino}propylcarbainate, 
15 tert-butyl (lS,2RH-ben2yl-3-[(2,3-dim^ 

hydroxypropylcarbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[2- 
(trifluoromelhoxy^en^ljaminojpropylcaibamate, 

tert-butyl (lS^R)-l-be^l-3-[(2-chloro-6-phenoxybeii2yl)airiino]-2- 
20 hydroxypropylcarbamate, 

tert-butyl (lS,2R>l-ben2yl-2-hydroxy-3-{[4- 
(1rifluorome1hyl)beiizyl]ainino}propylcaibamate, 

tert-butyl (lS^R)-l-ben2yl-3-[(2,3-<fichloroben2yl)amino]-2- 
hydroxypropylcarbamate, 
25 tert-butyl (lS,m>l-benzyl-3-[(3,5-d^ 

hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-3-[(3,5-di^^ 
hydroxypropylcaibamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[4- 
30 (trifluoiomethoxy)benzyl]am^ 

tert-butyl (1 S,2R)-3- {[4^aminosulfbnyl)benzyl] amino} - 1 -benzyl-2- 
hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(4- 
methoxybenzyl)amino]propylcaibamate, 
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tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(4- 
metliyIbenzyl)amiiio}propylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-[(3,4,5- 
trimethoxyben2yl)amino]propylcarbainate, 
5 tert-butyl (lS^R>l-benzyl-2-hydroxy-3-{[3- 

(trifluoromethoxy)benzyy 

tert-butyl (lS,2R)-l-benzyl-3-[(3,5-dimeaoxybenzyl) 
hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-3-[(2,4-dim^ 
1 0 hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-3-[([l,l^ 
hydroxypropylcatbamate, 

tert-butyl (lS,2R)-l-benzyl-3-[(3^ 
hydroxypropylcarbamate, 
15 tert-butyl (lS,2R)-l-benzyl-3-[(4-fluorobenzyl)amino]-2- 

hydroxypropylcarbamate, 

tert-butyl (lS,2R>l-benzyl-2-hydroxy-3-{[3- 
(trifluoix)methyl)benzyl]amino}pK)pylcari)amat 

tert-butyl (lS^R)-l-benzyI-2-hydroxy-3-[(2- 
20 me1hylbenzyl)amino]piopylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-{[(lR)-l- 
phenylethyl]amino}propylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-{[(lS)-l- 
phenylethyl]amino}propylcaibamate, 
25 tert-butyl (lS,2RH-benzyl-3-{[3,5-bi^^ 

hydroxypropylcarbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[2- 
(trifluoromefliyl)benzyl]amino}propyl(^Aamate, 

tert-butyl (!S^R)-l-benzyl-2-hydroxy-3-{[(lS)-l-(l- 
30 naphthyi)ethyl]amino}propyl carbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[(lR)-Hl- 
naphthyl)ethyl]amino}propylraibamate, 

tert-butyl (lS^>14>en2yl-2-hydroxy-3-[(4-hydroxy-3- 
methoxybeo2yl)amiiio]propylcarbamate, 
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tert-butyl (lS,2RH-beazyl-3-[(3,4^ydro^ 
hydroxypropylcaibamate, 

tert-butyl (lS,2R)-l-b«izyl-2-hydn)xy-3-[(3- 
metiioxypropyl)amino]propylcarbamate, 
5 tert-butyl (lS^)-l-benzy!-2-hydroxy-3-{[(lR)-2-hydroxy-l- 

methylethyl]amino}propylcarbamate, 

tert-butyl (lS^)-l-beazyl-2-hydroxy-3-{[(lS>2-hydroxy-l- 
methylethyl]amino}propylcarbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydroxy-3-(2- 
10 propynylamino)propylcaibamate 5 

tert-butyl (lS,2R)-l-benzyl-3-{[2-(2-fluorophenyl)ethyl]amiao}-2- 
hydroxypropylcaibamate, 

tert-butyl (lS,2R)-l-benzyl-3-^^^ 
hydroxypropylcaibamate, 
15 tert-butyl (lS,2R)-l-benzyl-3-{[2-^ 

hydroxypropylcaibamate, 

tert-butyl (lS,2R)-l-bei^l-3-{[2-(44>ro^^ 
hydroxypropylcaibamate, 

tert-butyl (lS^>l-benzyl-2-hydroxy-3-{p^3- 
20 methoxyphenyl)ethyl]amino}propylcarbamate, 

tert-butyl (lS£R)-l-ben2yl-3-{[2-(2,4-d^^ 
hydroxypropylcaibamate, 

tert-butyl (lS,m)-l-beiizyl-3-{[2-(3-cMoropb 
hydroxypropylcaibamate, 
25 tert-butyl (lS,2R)-l-benzyl-3-{[2^2,6-dm 

hydroxypropylcaibamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[2-(4- 
methy^henyl)ethyl]amino}propylcaibama6e, 

tert-butyl (lS^H-benzyI-M[(lR)-l-ben^ 
30 hydroxypropylcarbamate,' 

tert-butyl (lS^R>l-benzyl-2^hydroxy-3-{[3-(4- 
moipholinyl)propyl]amino}propylcaibamate, 

tert-butyl (lS^>l-benzyl-3-[(3,3-dime%lbutyl)amino]-2- 
hydroxypropylcafbamate, 
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tert-butyl (lS,2R>l-benzyl-2-hydn)xy-3-{[2-(4- 
morphoIinyl)ethyl]amino}propylcarbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydioxy-3-[(l- 
hydroxypropyQaminojpropylcarbamate, 
5 . tert-butyl (lS^R)-l-benzyl-2-hydxoxy-3-[(2. 

thienylmethyl)amino]propylcarbamate, 

tot-butyl (lS,2R>l-b€aizyl-2-hydioxy-3-[(4- 
hydroxybutyl)ainino]propylcaxbamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydro^ 
1 0 phenylethyl]amino} propylcarbamate, 

tert-butyl (lS^R)-l-benzyl-3-[(2,4^cWorobenzyl)amino]-2- 
hydroxypropylcaibamate, 

tert-butyl (lS;2R)-l-benzyl-2-^^^ 
phenylethyl]amino} propylcarbamate 
15 tert-butyl (lS^R)-l-benzyl-3-[(3-tert-butylbc^l)amino]-2- 

hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-benzyI-2-hydroxy-3-[(l- 
phenylethyl)aminoJpropylcarbamate, 

tert-butyl (lS,2R>l-benzyl-2^ 
20 lH-indea-l-yllanunoJpropylcarbamate, 

tert-butyl (lS^R)-l-ben2yl"3-[(3 > 4-dime%Ibenzyl)amino]-2- 
hydroxypropylcarbamate, 

methyl 7-{[(2R,3S>3-[(tert-butoxyc^ 
2-hydrox3^utyl]amino}heptanoate, 
25 tert-butyl (lS£RH-(3,5-dmuorobei^ 

1- methyl-2-oxoethyl]amino}propylcaibamate, 

tert-butyl (lS,2R)-l-(3,5-diflu^ 
(isobutyla2uino>l-methyl-2-oxoethyl]amino}pix)pylcaA 
tert-butyl (lS 9 2RH<3,5-difluoro^ 
30 l,l-dimethyl-2-oxoethyl]ainino}propylcaibamate, 
tert-butyl (lS,2R)-l-(3,5-<ffluorobe^ 

2- oxoethyl]amino}propylcarbamate, 

tert-butyl (lS^)-l-(3,5-difluorobenzyl>2-hydioxy-3-<{(lS>l- 
[(isobutylamino)caibonyl]propyl} amino)propylcarbamate, 
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tert-bulyl (lS£R)-l-(3,5Kiifluoro^^ 
[(isobiitylainiiio)caibonyl]propyl} amino)propylcarbamate, 

tert-butyl (1 S,2R)-3-(benzylamino)-l-(3,5-difluorobenzyl)-2- 
hydroxypropylcarbamate, 
5 tert-butyl (lS^)-l-(3,5-difluorobeQzylj^<ethyIamino)-2- 

hydroxypropyicarbamate, 

tert-butyl (lS,2R>l-(3,5-difluorobenzyl)-2-hydroxy-3- 
(isobutyIamino)propylcarbamate, 

tert-butyl (lS,2R>l-(3,5-dmuorobenzyl)-2-hydro^ 
10 2-methyl-3K>xopropyl]ainino}pTopylcaibaraate, 

tert-butyl (lS,2R)-l-(3,5-difluorobenzyl)-3-{[4- 
(dimethylamino)benzyI]amino} -2-hydroxypropylcarbamate, 

. tert-butyl (lS,2R)-3-{[(lS>l-benzyl-2-(^ 
l-(3 5 5-<Muorobeiizyl)-2-hydroxypropylcaibaitiate, 
15 tert-butyl (lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-({(lS>l-- 

[(isobutylammo)caiboiiyl]-3-methyIbutyl} amino)propylcarbamate, 

tert-butyl (lS,2RH-benzyl-3-{[2-(<^ 
hydroxypropylcarbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
20 pyridinylmetbyl)amino]pmpylcarbamate, 

tert-butyl (lS^R)-3-{[(lS)-l-[(benzyloxy)methyl]-2-(isobutylai^ 
oxoethyl]aniino}-l-(3,5-difluoro^ 

tert-butyl (lS,2R>-l-benzyl-2-hydroxy-3-[(l-methyl-l- 
phenylethyl)aniko]propylcarbamate, 
25 tert-butyl (lS^R)-l-(3,5-difluorobenzyl>2-hydroxy-3-({(lR)-l- 

[(isobutylamino)caAouyl]-3-methylbutyl} amino)propylcarbamate, 

tert-butyl (lS,m>l-(3,5-d^uoK)ben2yl)-2-hydro 
[(isobutylanmo)cartonyl]b^^ 

tert-butyl (lS^>l-(3,5-difluoTobenzyl)-2-liydroxy-3-{[(lS)-l- 
30 (hychx>xymethyl)-2-(isobutyl^^ 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(2- 
phenylethyl)amino]propylcarbamate, 

tert-butyl (lS,2R)-3-{[2-(be^ 
difluorobenzyl}-2-hydroxypropylcaibamate 5 
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tert-butyl (lS£R>14>enzyl-3-{[(lS)-^ 
oxoethyl] amino } -2-hydroxypropylcarbamate, 

tert-butyl (lS,2R)-l-(3,5-difl^^^ 
2-oxoethyl]amino} -2-hydroxyprapylcarbamate, 
5 tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propylcarbamate, 

tert-butyl (1 S^R> 1 -ben2yl-2-hydroxy-3- { [(1 S>2^isobuty lamino>2-oxo- 1 - 
phenylethyl]amiiio}propylcaibamate, 

tert-butyl (1 S,2R)- 1 -benzyl-2-hydroxy-3-{isopentylai^ 
1 0 tert-butyl (1 S^R)-l-benzyl-3-(cyclohexylamino)-2- 

hydroxypropylcarbamate, 

tert-butyl (lS^R)-l-benzyl-3-(butylamino)-2-hydioxyp 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxypropyl)amino]propylcarbamate, 
15 tert-butyl (lS^R>l-ben2yl-2-hydroxy-3-[(2-hydroxy-2- 

phenyle^yl)amino]propylcarbainate, 

tert-butyl (lS,2RH-benzyl-3^^^ 
2-hydroxypiopylcarbamate, 

dimethyl (lR,3S)-5-({(2R,3S)-3-[(tert-bu^^ 
20 pheaylbutyl}amino)-l,3-cyclohexanedicarboxylate, 

(lR,3S)-5-({(2R,3S>3-[{tert-butoxy 
phenylbutyl}ainino)-l^-cyclohexanedicarboxylic acid, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-{[(lR>l- 
phenylpropyl]amino}propylcarbamate, 
25 tert-butyl (lS^)-l-ben2yl-3-[(3-chlorobenzyl)amino]-2- 

hydroxypropylcaibamate, 

tert-butyl (lS^R)-l-ben2yl-2-hydroxy-3-[(3- 
metboxyben2yl)amino]propylcarbamate, 

t^-butyl(lS,2R)-l-ben^^ 
30 hydroxypropylcarbamate, 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(3- 
iodobenzyl)aminojpropylcarbamate, 

tert-butyl (lS^R)-l-bOTzyl-2-hydn)xy-3-[(3- 
methyIbenzyl)amino]propylcarbamate, 



WO 02/02512 PCT/US01/21012 

466 

tert-butyl (lS^R)-l-benzyl-2-hydroxy-3-[(2- 
phenylpropyI)amino]pTopylcaibamate, 

tert-butyl (lS^)-l-benzyl-2-hydix)xy-34(l,3-tiiiazol-5- 
ylmethyl)amino]propylcarbamate 5 
5 tert-butyl (lS^R>l-benzyl-2-hydroxy-3-[(2- 

Menylmetbyl)amino]propylcaibamate, 

tert-butyl (lS;2RH-benzy^^ 
n^hthalenyl)amino]propylcarbamate, 

tert-butyl (lS^R)-l-ben2yl-2-hydroxy-3-[(2- 
10 pyrazinylmethyl)an3dno]propylcarbamate, 

tert-butyl (lS^)-l-benzyl-3-[(3,5-difluoK)benzyl)amino]-2- 
hydroxypropylcarbamate, 

tert-butyl (1 S^R)-3-[(l,3-ben2cdioxol-5-ylmethyl)amino]-l-benzy 
hydioxypropylcarbamate, 
1 5 tert-butyl (1 S^R)-l-benzyl-3-[(3,5-dimethoxybenzyl)aniin 

hydroxypropylcaibamate, 

tert-butyl (lS;2R>l-beirzyl-2-hy^ 
(trifluoromethyl)benzyl^ 

tert-butyl (lS^)-l-benzyl-3-[(2-furylme%^ 
20 hydroxypropylcaxbamtfe, 

tert-butyl (1 S,2R)- 1 -benzyl-2-hydroxy-3-[(7-methoxy- 1 ,2,3 ,4-tetrahydro- 1 - 
n^hthalenyl)amino]propylcaibamate, 

tert-butyl (lS,2R)-l-benzyl-2-hydn>xy-3-{[3- 
(triflixoromethoxy)benzyl]amino}propylcarbamate, 
25 tert-butyl (lS,2R)-l-benzyl-3-[(3-fluoroben2yl)amino]-2- 

hydroxypropylcarbamate, 

tert-butyl (lS,2R>l-ben2yl-2-hydioxy-3-[(3- 
isopropoxybenzyl)amino]propylcarbamate, . 

tert-butyl (lS,2R)-l-benzyl-3-[(3-biomoben2yl)ainmo]-2- 
30 hydroxypropylcarbamate, 

tert-butyl (lS,2R>l-benzyl-2-hydroxy-3-{[(5-methyl-2- 
fuiyl)methyl]aniino}piopylcaibaniate, and 

tert-butyl (lS^R)-l-benzyl-2-hydioxy-3-[(5-methoxy-1^3 
naphthalenyl)amino]propylcaibamate. 
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71. An amine of the formula (VIII) 

OH 



HoN CH NH 

I /\ * 

R2 R3 



5 where R2, R 3 and Rc are as defined in claim 1 , and 

where Rt is: 

-CH 2 -phenyl where -phenyl is substituted with two -F, 
KCH^i-Ri^eteroaiy! where Ri-hetaoaiyi is as defined in claim 1 or 
-(CHaXrRi-heterocycte wh^e Ri-hcterocycteis as defined in claim 1, and 
10 chemically acceptable salts thereof. 

72. An amine of formula (VIII) according to claim 71 where Rt is: 

-(CH2) n 1 ~(Rl -heteroaiyD ■ 

15 73. An amine of formula (VEQ) according to claim 72 where ni is L 
74, An amine of formula (VIII) according to claim 71 where Ri is: 

-(CH2)nr(Rl-heterocycle). 



20 75. An amine of formula (VHT) according to claim 74 where ni is 1. 

76. An amine of formula (VIH) according to claim 71 where phenyl is substituted in 
the 3- and 5- positions giving 3,5-difluorophenyl. 

25 77, An amine of formula (VHI) according to claim 71 where R2 and R3 are both -H. 



78. An amine of formula (VDI) according to claim 71 where Rc is: 

-Ci-C 8 alkyl, 
30 KCH 2 )(«-(C3-C7) cycloalkyl, 
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-(CRc-xRc-y)(M"Rc-aryi, 
-(CRc- x Rc-y)o-4*Rc-hctcroaryl, 
^CRc-x^^CM-'Rc-hcterocycIe, Or 



-cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-ayi or Rc- 

5 hetaoaryl Or Rc-heterocycle where Roaryl Or Rc-heteroaryl Or Rc-beterocycle are BS defined in 

claim 1. 

79. An amine of fonnuIa(VDI) according to claim 78 where Rc is: 



15 heteroaryl Or Rc4ieterocycle where Rc-aryl Or Rc-fceterwryl or Rc-heterocycle are as defined in 

claim 1. 

80. An amine of formula (VIII) according to claim 79 where Rc is: . 



beteroaiyl Or Rc-heterocycle Where Rc-aryJ OT Rc-heteroary] Or Rc-hcterocycle are as defined above. 

25 81. An amine of formula (VET) according to claim 71 which is selected from the 
group consisting of: 

(2R,3S)-3-amino^3 > 5-difluorophenyI)-l-[(3-me1hoxyben2y 
butanol, 

(2R,3S>3-amino-He%Iamino)-4-phenyl-2-butanol, 
30 (2R 5 3S)-3-amino-l-(baizylaniino)-4-phenyl-2-butanol, 



10 



-C r C 8 alkyl, 

-(CH 2 )o-3-(C3-C7) cycloalkyl, 

-(CRc-xRc^)o-4-Roaryl, 
-(CRc-xRc-y^-Rc-hctcroaryt, 
-(CRc-xRc-y)(M-Rc-heterocyde, Or 

- cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc*yi or Rc- 



20 




(2R,3S>3-ammo-l^isopropylammo)^ 

(2R,3S)-3-amino-l-[(4-methyIbenzyl)amino]-4-phenyl-2-butanol, 

(2R,3S)-3-aminchl-{[2^4-metho^ 

(2R,3S)-3-amino-l-[(3-methoxybe3iz^ 
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ethyl {[(2R,3S)-3-ammo-2-bydro^ (phenyl)acetate, 

(2R,3S>3-amko-4-phenyl-l-[(2^^ 

(2S>2^[(2R3S>3-amin^^ 
nitrophenyl)-l ,3-propanedioL, 

(2R,3S)-3-amino-l-[(2-cMoioben^ 

(2R,3S)-3-aminc>4-[(4^h]orob 

(2R,3S)-3-amino-l-{[2^2-hydroxyethoxy)ethyl]ainin 

(2R,3S)-3-amino-l-(2,3Kiihydro^^ 

(2R*3S)-3-aniino-l-[(24iydro3^ 

(2R,3S)-3-amino^phenyM-^^ 
butanol, 

(2R3S)-3-amino-l-[(2£-dietho^^ 
(2R,3S)-3-amino-l<butylamino)^ 
(2R,3S)-3-ainino-Hcyclohexylam 
(2R3S)-3-amino-4-phenyl-l-[@^ 
(2R,3S)-3-ammo-l-[(2-ainm^^ 
(2R,3S)-3-ainincM^phenyl4-[(3-pyridinylmethy0 
(2R,3S)-3-amincM^h^ 
(2R,3S>3-amino-l-[(2-hydro^^ 

(2R,3S)-3-amino-l-[(3-butoxypropyl)amino]-4-phenyl-2-butanol, 
(2R,3S)-3-amin(>l-[(3-isopropoxypro 
(2R,3 S)-3 -amino- 1 ~(isopentylamino>4-phenyl-2-butanol, 
(2R,3S)-3-amino-4-phenyl-l -[(3-phenylpropyl)amirLo]-2-butanol, 
(2R£S)-3-amino4-[(2-metho^ 
(2R3S0-3-amino-l-[(2-ph^ 
(2R,3S)-3-amino-4-phenyl-l-[(2-^^ 
(2R,3S)-3-amino-l-[(33-^iimethylbutyl)amin 
(2R,3S)-3-aniino-4-phenyl-l-[(^ 

(2R,3 S)-3 -amino- 1 -[(3 -icxiobcnzyl)amino]-4-phenyl-2-butaiiol, 
(2R,3S)-3-amino-l-[(4-nitn)benzyl)aniino]-4-phenyl-2-butanol^ 
(2R^S)-3-amko-l-[(3-c^ 
(2R,3S)-3-amino-l-{[2-(4^oro^ 

(2R,3 S>3-amino-4-pbmyl-l- {[2-(2-pyridinyI)ethyl]amino} -2-butanol, 
(2R,3S)-3-amiuo-4-phenyl-l- [(4-pyridmylmethyl)amino]-2-butanoL, 
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(2R,3S)-3-ammo-l-{[2^1-m^ 
butanol, 

(2R,3S)-3-ammo-l-[(2,3-dimeth^^ 
(2R,3S)-3-ainino^phenyl-l-{[2^trifluoromethoxy)be^ 
5 butanol, 

(2R3S)-3-amina-l-[(2^Uoro-6-phenoxyben2yl)amino]-4-ph 
(2I^S>3-amino^phenyl-l-{[4-(trtf^ 
(2R3S)-3-amino-l-[(2,3^cMorobei^ 
(2R,3S>3-amino-l-[(3,5^cMorobe^ 
10 (2R,3S)-3-amino-l-[(3,5-<Kfluorobenzyl)ainin 

(2R,3S>3-amino^phenyl-l-{[4^trifluoromethoxy)be^ 
butanol, 

4-({[(2R,3S)-3-ainino-2-hydroxy-4- 

phenylbutyl]amino}methyl)benzenesulfonamide, 
15 (2R,3S>3-amino~l-[(4-metto^ 

(2R3S>3-amino-l-[(4-methylbe^ 

(2R,3S>3-ammo^phenyl-l-[(3A5-trimethoxyben^ 

(2R^S)-3-ainino^phenyl-l-{[3^trifluoromethoxy)benzy 

butanol,-. 

20 (2R,3S)-3-anuno-l-[(3,5-dm 

(2R,3S)-3-amino-l-[(2,4-<Iim^^ 

(2R,3S>3-amino-l-[([l,r-biph^ 

(2R,3S)-3-amko-l-[(3,4^chlorobenzyl)anrino 

(2R,3S>3-amino-l-[(2-fluoiobenzyl)amino]^phenyl-2-butano^ 
25 (2R,3S>3-amino*4-phenyl- 1- {[3^trifIuoromethyl)bei^l]ainino} -2~butanol, 

(2R,3S)-3-amino4-[(2-methylbei^ 

(2R,3S)-3-amino^phenyl-H[(lR)-l-ph^ 

(2R,3S)-3 -amino-4-phenyl-l - {[(1 S>1 -phenylethyl]amino} -2-butanol, 
(2R,3S>3-ammo-l-{[3,5-bis(t^ 
30 butanol, 

(2R,3S)-3-amino^phenyl-l-{[2^trifluorometbyl)ben2yy 

(2R,3S)-3-ainino4-{[(lS)-Hl-n^ 

(2R,3S>3-anmo^-{[(lR)-H 
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4-({[(2R,3S>3-amino-2-hydroxy^ 
methoxyphenol, 

4<{[(2R,3S>3-amino-2-hydrox^^ 1 ,2- 

benzenediol, 

5 (2R,3S)-3-amino-l-[(3-methoxypropyl)amino]^phenyl-2-butanol, 
(2R3S)-3-amino-l-{[(lR)-2-hydroxy-l-methylethyl]am^ 
butanol, 

(2R,3S)-3-amino-l- {[(1 S>2-hydroxy-l-methyletbyl]amino}-4-phenyl-2- 
butanol, 

10 (2R,3S)-3-aii!ino^phenyl-l-(2-propynylairiino)-2-butanol, 

(2R,3S)-3-ammo4- {[2^2-fluo^^ 

(2R,3S)-3-amko-l-{[2^3-fluoiophenyl)ethyl]amino}-4-p 

(2R,3S)-3~amino4-{[2^4-fluoro^^ 

(2R,3S)-3-amko^-{[2-(4-bn>^^ 
15 (2R,3S)-3-amino4-{[2^3-me^^ 

(2R,3S)-3-aHiino4-{[2^2,4-di^^ 
butanol, 

(2R,3S)-3-amino4-{[2^3-cMor^ 
(2R,3S)-3-amino-i~{[2-(2 > 5-dimethoxyphenyl)e1hy^ 
20 butanol, 

(2R,3S>3-amino-l-{[2-(4-met^^^ 
(2R,3S)-3-amino-l-{[(lR)-l-be^l^ 
butanol, 

(2R,3S)-3-ammo-l-{[3-(4-mo^ 
25 (2R,3S)-3-ainino-l-(isobutylamino)-4-phenyl-2-butanol, 
(2J^3S)-3-amino4-{[2-(4-moipho^ 

(2R,3S)-3-amino-4-phenyl~ 1 -[(2-hydix>xybutyl)amino]-2-butanol, 
(2R,3S)-3-ainino^phenyl-l'{[2^2-thienyl)ethyl]amm 
4- {[(2R^S)-3-amino-2-hydroxy^phenyIbutyI]anuno}-l -butanol, 
30 (2R,3S)-3-amino-l-{[(lS>2-hydi^^ 
butanol, 

(2R,3S)-3-amino-l-[(2,4^chlo^ 
(2R,3S>3-amino4-{[(lR)-2-hydroxy-^^ 
butanol, 
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(2R,3S>3-amino-l-[(4-te^ 
(2R,3S)-3-amino-4-phe^^^ 

(lR,2S)-l-{[(2R,3S>3-ainino-2-hydroxy^phenylbutyl]ain^ 
dihydro- lH-inden-2-ol, 
5 (2R,3S)-3-amino4 -[(3,4-d^^ 

methyl 7-{[(2R,3S)-3-amin(>4-(3,5-difluorophenyl)-2- 
hydroxybutyljaminc^heptanoate, 

2-{[(2R,3S)-3-amino-4^3,5-difluo 
isobutylpropanamide, 
10 (2S)-2-{[(2R,3S>3-amino-4-^ 
N-isobutylpropanamide, 

2-{[(2R,3S)-3-ammo^-(3,5-d^ 
isobutyl-2-methylpropanamide, 

2-{[(2R,3S)-3-amincMK3 > 5-<^ 
15 isobutylacetamide, 

(2S)-2-{[(2R^S)-3-amino^3,5-^^ 
N-isobutylbutanamide, 

(2R>2-{[(2R,3S)-3-amino-4^ 
N-isobutylbutanamide, 
20 (2R,3S>3-amino-l-(beii2yiaminb) 

(2R,3S>3-ammo-4^3,5-difluo^ 

(2R,3S)-3-amino-4-(3,5-dffl^ 

3 - {[(2R,3 S)-3 -amino-4-(3 ,5-difluorophenyl)-2-hydroxybutyl]amino } -N- 
isobutyl-2-methylpropanamide, 
25 (2R,3S>3-amino^(3,5-difluorophenyl>'l-{[4- 
(dimethylamino)bemyl]amino}-2-butanol , 

(2S)-2-{[(2R,3S)-3-aixiko-^ 
N-isobutyl-3-phenylpropanarnide, 

(2S>2-{[(2R,3S>3-amino-^ 
30 N-isobutyl-3-methyIbutanamide, 

(2R,3S)-3-amino-4-(3,5-difluorophesiiyl)-l- {[2- 
(dimethylamino)efliyl]ainino}--2-butanol, 

(2R,3S)-3-amino^(3,5-difluoi^^ 
butanol, 
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(2S>24[(2R^S)-3-anmo^ 
(benzyloxy>-N-isobutylpropanaiiiide, 

(2R^S>3-amino^(3,5-dmuoiophenyl)^ 
2-butanol, 

5 (2R)-2-{[(2R,3S>3-amino^(3,5^™ 
N-isobutyl-3-methyIbutanamide, 

(2S)-2-{[(2R^S)-3-ammo-4^3 5 5^fl^^ 
N-isobutylpentanamide, 

(2S)-2-{[(2R,3S>3-amino-4^3,5^fluorophenyl)-2-hydro^ 
10 hydnoxy-N-isobutylpropanamide, 

(2R,3S)-3-amino^(3>difluoroph^ 
butanol, 

(2S)-2-{[(2R^S)-3-amino-^^^ 
N-benzylpropanamide, 
15 (2R,3S)-3-ammo^(3,5^ 
butanol, 

(2S>2-{[(2R,3S)-3-amino-4^3,5^ 
N-ethylpropanamide, 

(2R,3S>3-amino^3,5-difluo^ 
20 butanol, 

(2S)-2-{[(2R,3S)-3-anmo-^ 
N-isobutyl-2-phenylethanamide, 

(2R,3S)-3-ammo^(3,5-difluoropheny^ 
(2R,3S)-3-amino-l^cyclohexylamm^^ 
25 (2R,3S>3-amino-l-(butylan^^ 

(2R^S)-3-ammo^3,5^iifluorophenyl^^ 
butanol, 

(2R,3S>3^ammo-4-(3,5-difluorophenyl>l-[(2-hydroxy.2- 
phenylethyl)amino]-2-butanol, 
30 (2R,3S>3-amino-4-(3,5-difluorophenyl>l- {[(SR.SS)^^- 

dimethoxycyclohexyl]amino}-2-butanol, 

dime&yl (lR,3S>5-{[(2R,3S)-3-amm^ 
hydroxybutyl]amino} -1 ,3-oyclohexanedicarboxylate, 
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(lR,3S)-5-{[(2R,3S)-3-am^ 
hydroxybutyl]amino}--l 5 3-cyclohexanedicaiboxylic acid, 

(2R,3S)-3-atnko^3,5-dif^ 
butanol, 

5 (2R,3S)~3-amino-l-[(3K;Uorobei^^^ 
butanol, 

(2R,3S>3-ainino^3,5^fluoTOphenyl^^ 
butanol, 

(2R,3S>3-amino-14([l,r-biphmyl]-3-ylme%l)am^ 
10 difluoiophenyl)-2-butanol, 

(2R3S>3-amino^3,5^ifluoroph^^ 
(2R,3S>3-amino^3,5-dif^ 
butanol, 

(2R,3S>3-amino^3,5-difluoropheny 
15 butanol, 

(2R,3S)-3-amino^3,5-difluo^^ 
2-butanol, 

(2R,3S)-3-amko^(3,5-difluorop^ 
butanol, 

20 (2R,3S)-3-amino-4-(3,5^ucm^ 
naphthalenyl)amino]-2-butanol, 

(2R,3S)-3-amino^(3,5-difl^^ 
butanol, 

(2R3S)-3-amino-l-[(3,5^uorobe^ 
25 butanol, 

(2R,3S)-3-amino-H(l,3-ben^ 
difluorophenyl)-2-butanol, 

(21^3S)-3-amko^(3,5-difluoropheny^^ 
butanol, 

30 (2R,3S>3-amino-4-(3,5-difluorophenyl>l-{[3- 
(trifluon>metiyl)bCTzyl]amino}-2-butanol, 

(2R,3S)-3-amino^(3,5^uoropheny^^ 
butanol, 
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(2R,3S>3-ammo^3,5-difluo^ 
naphthalenyl)amino]-2-butanol, 

(2R,3S>-3-amino-4-(3,5-difluorophenyl>l-{[3- 
(trifluoiomethoxy)ben2yl]amijio} -2-butanol , 
5 (2R,3S)-3-amino^3,5Kiifluo^ 
butanol, 

(2R,3S)-3-amino-4-(3,5-difluorophenyl> 1 -[(3-isopropoxyben2yl)amino]-2- 
butanol, 

(2R3S)-3-amino4-[(3-bromoben^ 
10 butanol* 

(2R^S)-3-amino^(3,5-difluoroph^ 
2-butanol, and 

(2R,3S)-3-aimno^3,5^uoropheny^ 
naphthalenyl)amino]-2-butanol. 



15 



82. A protected ketone of formula (XI) 



PROTECTING GROUP — HN, 




n 

C 



NH 



Rl ^2 ^3 



where R 2 , R3 and Rc are as defined in claim 1; 



20 



where PROTECTING GROUP is as defined in claim 26 and 



where Ri is: 



-CH 2 -phenyl where -phenyl is substituted with two -F, 
^CH 2 )nr R i-hctBraaiyi where Ri-hdttoaryiis as defined in claim 1 or 
^CHzXrRi^ieterocyck where Ri-^eterocycic is as defined in claim 1. 



25 



83. A protected ketone of formula (XI) according to claim 82 where Ri is: 

-(CH2)nl "(Rl-heteroaryl)- 



84. A protected ketone of formula (XI) according to claim 83 where ni is 1. 

30 
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85. A protected ketone of formula (XI) according to claim 82 where R t is: 

^CH2) D l-(Rl.hcterocyclc). 

86. A protected ketone of formula (XT) according to claim 85 where ni is L 

5 

87. A protected ketone of formula (XI) according to claim 82 where phenyl is 
substituted in the 3- and 5- positions giving 3,5-difluorophenyl. 

88. A protected ketone of formula (XI) according to claim 82 where R 2 and R 3 are 
10 both-H. 

89. A protected ketone of formula (XI) according to claim 82 where PROTECTING 
GROUP is /-butoxycaibonyl. 

15 90. A protected ketone of formula (XI) according to claim 82 where PROTECTING 
GROUP is benzyloxycarbonyl. 

91. A protected ketone of formula (XI) according to claim 82 where Rc is: 

-H, 

20 ' -Ci-Cg alkyl, 

-(Ol2)o-3-(C3-C7) cycloalkyl, 

"{GRc-xRc-y)(M-Rc-aryl, 
^CRc- x Rc-y)(M-RC'beteroaiyI, 
-(CRc-xRc-y)(M-Rc-hctex)cycle, Or 

25 -cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi or Rc- 

heteroaryl Or Rc-heterocycle Where Rc-aryl Or Rc-heteroaiyl Or Rc-helerocycle are as defined above. 

92. A protected ketone of formula (XI) according to claim 91 where Rc is: 

-d-C 8 alkyl, 
30 -(CH 2 )o.3-(C3-C7) cycloalkyl, 

-(CRc- x Rc-y)(M-Rc-aiyb 
-(CRc-xRc^rXM-Roteterowyl, 
^CRoxRc^)(M-Rc-hctBracyclc 5 Or 
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- cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-atyi or Re- 

heteroaiyi Or Rc-hetoocycle where Rc-aryl Or Rc-heteroaryl or Rc-heterocycle are as defined in 

claim 1. 

5 93. A protected ketone of formula (XI) according to claim 92 where Rc is: 
-Ci-C 8 alkyl, 

-(CRc- x Rc-y)o-4-Rc-ary!» 
-(CRc-xRc-y)(M-Rc-*eteroaryl > 

- cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aiyi or Rc. 

10 heteroaiyi Or Rc-beterocycte where Rcaiyl Or Rc-heteroaryl OT Rc-heterocyde are as defined in 

claim 1. 

94. A protected ketone of formula (XI) according to claim 82 which is tert-butyl 
(lS)-H3,5^fluorobenzyl)-3-^ 

15 

95. A protected azide of formula (XII) 

OH 

PROTECTING GROUP-- HN <5H n 3 

' '■■ I /\ 

Ri R2 ^3 

20 where Ri,R 2 and R 3 are as defined in claim 1; 

where PROTECTING GROUP is as defined in claim 26. 

96. A protected azide of formula (XH) according to claim 95 where Ri is: 

-CH2-(Ri«iyi), or 

25 -CH2-(Rl-h c tcroaiyl)- 

97. A protected azide of formula (XII) according to claim 96 where Ri-ajyi is phenyl 



98. A protected azide of formula (XH) according to claim 97 where phenyl is 
30 substituted with one, two or three -F, -CI, -Br or -L 
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99. A protected azide of formula (XD) according to claim 98 where phenyl is 
substituted with one or two -R 

100. A protected azide of formula (XII) according to claim 99 where phenyl is 
5 substituted with two -F in the 3- and 5- positions giving 3,5-difluorophenyl. 

101. A protected azide of formula (XII) according to claim 95 where R 2 and R 3 are 
both-H. 

10 102. A protected azide of formula (XII) according to claim 95 where 
PROTECTING GROUP is f-butoxycaibonyl. 

103. A protected azide of formula (XII) according to claim 95 where 
PROTECTING GROUP is benzyloxycaibonyl. 

15 

104. A protected azide of formula (XII) according to claim 95 which is: 
tert-ButyHlS, 2R>3-aado-l-(3,5^fluorobenzyl>2-hydroxypropylcarbamate > or 
benzyl-(lS, 2R>3-azido-l-(3,5^uorobe^ 

20 105. A protected amine of formula (XIII) 

OH 

PROTECTING GROUP — HN 6h N h 2 




^1 ^2 ^3 



25 



where R2 andR3 are as defined in claim 1; 

where PROTECTING GROUP is as defined in claim 26; and 

where Ri is: 



30 



-CH2-phenyl where -phenyl is substituted with two -F, 
-(CH2)nrRi-heimx)aiyi where Rt-hetaoaiyi is as defined in claim 1 or 
^CHa^rRi^wteocyde where Ri-hetaocydeis as defined in claim 1 . 



WO 02/02512 



PCT/US01/21012 



479 

106. A protected amine of formula (XHI) according to claim 105 where Ri is: 

-(CH2)nl-(Rl-bcteroaiyO- 

107. A protected amine of formula (Xm) according to claim 106 where ni is 1. 

5 

108. A protected amine of formula (XIII) according to claim 105 where Ri is: 



109. A protected amine of formula (Xm) according to claim 108 where ni is 1. 



1 10. A protected amine of formula (XHI) according to claim 105 where phenyl is 
substituted in the 3- and 5- positions giving 3,5-difluonophenyl. 

1 11. A protected amine of formula (XIII) according to claim 105 where R2 and R 3 
15 are both -H. 

1 12. A protected amine of formula (XIII) according to claim 1 05 where 
PROTECTING GROUP is /-butoxycarbonyl. 

20 1 13. A protected amine of formula (XIII) according to claim 105 where 
PROTECTING GROUP is benzyloxycarbonyl. 

114. A protected amine of formula (XM) according to claim 105 which is terf-butyl 
(lS;2Ry3-amino4-(3,5-difluoroben^ 

25 

115. An unprotected azide of formula (XIV) 



-(CH2)nr(Rl-het£rocycle)- 



10 



OH 



NH 2 




CH 



(XIV) 



Ri R2 R3 



30 



where Rt, R 2 and Rj are as defined in claim 1 ; and 
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where PROTECTING GROUP is as defined in claim 26. 
1 16. An unprotected azide of fomiula (XIV) according to claim 1 15 where Ri is: 



1 17. An unprotected azide of formula (XIV) according to claim 116 where Ri^ is 
phenyl. 

10 118. An unprotected azide of formula (XIV) according to claim 117 where phenyl is 
substituted with one, two or three -F, -CI, -Br or -I. 

1 19. An unprotected azide of formula (XIV) according to claim 118 where phenyl is 
substituted with one or two -F. 



120. An unprotected azide of formula (XTV) according to claim 1 19 where phenyl is 
substituted with two -F in the 3- and 5- positions giving 3,5-difIuorophenyl. 

121. An unprotected azide of formula (XIV) according to claim 1115 where R2 and 
20 R3 are both -H. 

122. An unprotected azide of formula (XIV) according to claim 1 15 which is 
(2R, 3S>3-ainino-l-azido-4-(3,5-difIuorophenyl)-2--butanoL 

25 123. An azide of formula (XV) 



5 



-CH 2 "(Ri^yi),or 

-CH2-(Rl-heteroaryO- 



15 



OH 




R2 R3 



where Ri, R2, R3 and Rn are as defined in claim 1. 

30 
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124. An azide of formula (XV) according to claim 123 where Ri is: 

-CH 2 -(Ri-aiyD, or 
-CH2-(Ri^ieteroaryO" 



5 125. An azide of formula (XV) according to claim 124 where Ri^ryi is phenyl. 

126. An azide of formula (XV) according to claim 125 where phenyl is substituted 
with one, two or three -F, -CI, -Br or -L 

10 127. An azide of formula (XV) according to claim 126 where phenyl is substituted 
with one or two -F. 

128. An azide of formula (XV) according to claim 127 where phenyl is substituted 
with two -F in the 3- and 5- positions giving 3,5-difluorophenyl. 



129. An azide of formula (XV) according to claim 123 where R 2 and R3 are both -H. 

130. An azide of formula (XV) according to claim 123 where R N is: 



15 



Rn-i-X n - where X N is selected from the group consisting of: 



20 



-CO-, and 
-SCV, 



where Rn-i is selected from the group consisting of: 




25 



131. An azide of formula (XV) according to claim 130 where Rn is: 

Rn-i-Xn- where Xn is selected from the group consisting of: 
-CO-, 

where R>m is selected from the group consisting of: 



30 




132. An azide of formula (XV) according to claim 131 where Rn is: 
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10 



(a) Rn-i-Xn ( - where X N is -CO-, where R N -i is Rw-aryi where IWyi is phenyl 
substituted with one -CONRn-2 r n-3 where the substitution on phenyl is 1,3- and 
where R^and are the same and are C3 alkyl, or 

(b) Rn-i-Xn- where X N is-CO-, where Rj^i is Rn^t/I where Rw-aiyi is phenyl 
substituted with one Ci alkyl and with one -CO-NRn-2Rn-3 where the substitution on 
the phenyl is 1,3,5- and where Rn-2 and Rn_ 3 are the same and are C 3 alkyl. 

133. An azide of formula (XV) according to claim 123 which is 

N^KlS^R^-azido-H^^ 
N 3 ,N 3 -dipropylisophthalamide. 

134. A free amine of formula (XVI) 



R1 R2 R3 

where R2, R3 and Rn are as defined in claim 1; and 
where Rt is: 

-CHrpbenyl where -phenyl is substituted with two -F, 
-(CH^nrRi^heteioM where Ri^ax^yiis as defined in claim 1 or 
-(CH 2 )nrRi^terocydfi where Ri^eterocycfeis as defined in claim 1. 

135. A free amine of formula (XVI) according to claim 134 where Ri is: 



136. A free amine of formula (XVI) according to claim 135 where ni is 1. 

137. A free amine of formula (XVI) according to claim 134 where Ri is: 



OH 




/\ 



-(CH2)nl-(Rl4ieteroaiyO- 



-(CHz)nl -(Rl-hcterocycle). 



138. A free amine of formula (XVI) according to claim 137 where ni is 1. 
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139. A free amine of formula (XVI) according to claim 134 where phenyl is 
. substituted in the 3- and 5- positions giving 3 ? 5-difLuorophenyl. 

140. A free amine of formula (XVI) according to claim 134 where R2 and R3 are 
5 both-H. 

141. A free amine of formula (XVI) according to claim 134 where R^ is: 

Rn-i-Xn- where Xn is selected from the group consisting of: 

-CO, and 
10 -SO2-, 

where Rn-i is selected from the group consisting of: 

R^^and 

-RN-heteroaryl» 

1 5 142. A free amine of formula (XVI) according to claim 141 where Rn is: 
Rn-i-Xn- where X N is: 
-CO-, 

where R>m is selected from the group consisting of: 

20 -RN-heteroaryl- 

143. A free amine of formula (XVI) according to claim 142 where Rn is: 

(a) Rn-i-Xn- where Xn is -CO-, where Rn-i is R^-aitf where R^-aryi is phenyl 
substituted with one -CO-NR^. 2 R^3 where the substitution on phenyl is 1,3- and 

25 where Rn-2 and Rn-3 are the same and are C3 alkyl, or 

(b) Rn-i-Xn- where Xn is-CO-, where Rn-i is R^-aiyi where Rw-aryi is phenyl 
substituted with one Ci alkyl and with one -CO-NRn^Rn-3 where the substitution on 
the phenyl is 1,3,5- and where R#-2 and Rn-3 are the same and are C3 alkyl. 



30 144. A free amine of formula (XVI) according to claim 1 34 which is 

N 1 -[(lS^>3-amino4-(3,5-difluorobenzyl)-2-hydroxypropyl^ 
N 3 ,N 3 KUpropyHsophthalamide. 
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145. A method of treating a patient who has, or in preventing a patient from getting, 
a disease or condition selected from the group consisting of Alzheimer's disease, for 
helping prevent or delay the onset of Alzheimer's disease, for treating patients with 
mild cognitive impairment (MCI) and preventing or delaying the onset of 
5 Alzheimer's disease in those who would progress from MCI to AD, for treating 
Down's syndrome, for treating humans who have Hereditary Cerebral Hemorrhage 
with Amyloidosis of the Dutch-Type, for treating cerebral amyloid angiopathy and 
preventing its potential consequences, i.e. single and recurrent lobar hemorrhages, 
for treating other degenerative dementias, including dementias of mixed vascular 

10 and degenerative origin, dementia associated with Parkinson's disease, dementia 
associated with progressive supranuclear palsy, dementia associated with cortical 
basal degeneration, difluse Lewy body type of Alzheimer's disease and who is in 
need of such treatment which comprises administration of a therapeutically effective 
amount of a compound selected from the group consisting of a substituted amine of 

15. formula (X) 

OH 



AAA 

R«l - - R2 R3 



(X) 



where Ri, R2, R3> Rn and Rc are as defined in claim 1, 
and pharmaceufically acceptable salts thereof 

20 

146. A method of treatment according to claim 145, wherein the disease is 
Alzheimer's disease. 

147. A method of treatment according to claim 145, wherein the method is helping 
25 prevent or delay the onset of Alzheimer's disease. 



148. A method of treatment according to claim 145, wherein the disease is mild 
cognitive impairment. 
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149. A method of treatment according to claim 145, wherein the disease is Down's 
syndrome. 

150. A method of treatment according to claim 145, wherein the disease is 
5 Hereditary Cerebral Hemorrhage with Amyloidosis of the Dutch-Type. 

151. A method of treatment according to claim 145, wherein the disease is cerebral 
amyloid angiopathy. 

10 152. A method of treatment according to claim 145, wherein the disease is 
degenerative dementias. 

153. A method of treatment according to claim 145, wherein the disease is difiuse 
Lewy body type of Alzheimer's disease. 

15 

154. A method of treatment according to claim 145, wherein the method is treating 
an existing disease. 

155. A method of treatment according to claim 145, wherein die method is 
20 preventing a disease from developing. 

156. A method of treatment according to claim 145, wherein the therapeutically 
effective amount for oral administration is from about 0.1 mg/day to about 1,000 
mg/day; for parenteral, sublingual, intranasal, intrathecal administration is from 

25 about 0.5 to about 1 00 mg/day; for depo administration and implants is from about 
0.5 mg/day to about 50 mg/day; for topical administration is from about 0.5 mg/day 
to about 200 mg/day, for rectal administration is from about 0.5 mg to about 500 
mg. 



30 



157. A method of treatment according to claim 156, wherein the therapeutically 
effective amount for oral administration is from about 1 mg/day to about 100 
mg/day and for parenteral administration is from about 5 to about 50 mg daily. 
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158. A method of treatment according to claim 157 where the therapeutically 
effective amount for oral administration is from about 5 mg/day to about 50 mg/day. 



159- A method of treatment according to claim 145 where: 
5 where Ri is: 

-(CH2)(M-(Rl-aryl)> or 
-(CH2) n r(Rl-beteroaryl) 

where Rn is: 

Rn-i-Xn - where X N is selected from the group consisting of: 
10 -CO-, and 

-SCV, 

where Rn-i is selected from the group consisting of: 
-RN-aryi» and 

-RN-heteroaryI> 

15 ^O^KCH 2 )o-2^-Rn-ioM^ and 

where Rc is: 

-Ci-Cg alkyl, 

-(CH 2 )o.3'(C3-C 7 ) cycloalkyl, 

-(CRc-xRc-y)(M-Rc-aiyl> • 
20 -(CRc-xRc^)o-4-Rc-heteroaryJ, 

-(CRc-xRc-y)(M-R<>heterocycle, Or 

-cyclopentyl or -cyclohexyl ring fused to Rc*iyi or Rc-heteroaiyi or Rc. 

heteiocycte. 



25 160. A method of treatment according to claim 159 where: 
where Ri is: 

-(CH 2 HRi^i)>or 

-(CH2)-(Rl-heteroary]); 

where R 2 is -H; 
30 where R 3 is -H; 

where Rn is: 

Rn-i-Xn- where Xn is: 
-CO-, 

where Ru~\ is selected from the group consisting of: 
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-RN-aryb and 

"RN-hetenwryI» 

where Rc is: 

<CH 2 )o.3-(C3-C7) cycloalkyl, 

5 -(CRc- X Rc-y)(M-Rc-aryb 

^CRc-x^-y^-Rc-hcteroaryl, 
^CRc-xRc-y)(M-Rc-1icten)cyc]e> Or 

-cyclopentyl or -cyclohexyl ring fused to a Rc-wyi or Rc-heteroaiyi or Rc- 

hfiterocycle. 

10 

161 . A method of treatment according to claim 1 60 where Rc is: 

-{CRc. x Rc-y)(M-Rc-aryh 
-(CRc- X Rc-y)(M-Rc-hcteroary], Or 

-cyclopentyl or -cyclohexyl ring fused to a Rc*ryi or Rc-heteroaiyi or Rc- 

15 

hetero cycle. 

162. A method of treatment according to claim 145 where Ri is: 

-(CH2)-(Ri^ryi) where Ri-aiyi is phenyl. 

20 163. A method of treatment according to claim 162 where Ri is: 

-(OHaMRiHsyO where Ri-myi is phenyl substituted with two -F. 

164. A method of treatment according to claim 163 where the -F substitution is 
3,5-difluorobenzyl. 

25 

165. A method of treatment according to claim 145 where R2 is -EL 

166. A method of treatment according to claim 145 where R 3 is -H. 

30 167. A method of treatment according to claim 145 where Rm is 

Rn-i-Xn- where X N is -CO-, where Rn_i is Rn^i where Rn^ is phenyl 
substituted with one -CO-NRn-2Rn-3 where the substitution on phenyl is 1,3- 
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168. A method of treatment according to claim 167 where and Rn_ 3 are the 
same and are C3 alkyl. 



169. A method of treatment according to claim 145 where Rn is 
5 Rn-i-Xn- where Xn is-CO, where Rn-i is RN-aryi where Rn^ is phenyl 

substituted with one Ci alkyl and with one -CONR N -2Rn-3 where the substitution on 
the phenyl is 1,3,5-. 



170. A method of treatment according to claim 169 where R^.2 and Rn_ 3 are the 
10 same and are C3 alkyl, 

171. A method of treatment according to claim 145 where Rn is 

Rm-i-X n - where X N is -CO-, where Rjm is RN-heteroaiy! where R^hetemaiyi is 
substituted with one -CO-NRn-2Rn-3. 

15 

172. A method of treatment according to claim 171 where Rn-2 and Rn-3 are the 
same and are -C 3 alkyl. 



173. A method of treatment according to claim 145 where Rc is: 
20 -{CRc-xRc-y)o-4-Rc-aiyi where Rc-aryi is phenyl, 

-(CRc-xRc-y)(M-Rc-heteroatyl» Or 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aryi or Rc-heteroaryi or Rc. 

beterocycle* 



25 174. A method of treatment according to claim 173where Rc is: 
-{CRc. x Roy)(M-Rc-aiyi where Rc-aiyi is phenyl. 

175. A method of treatment according to claim 174 where phenyl is substituted in 
the 3-position or 3,5-positions. 

30 

176. A method of treatment according to claim 173 where Rc is: 

-(CH2)-Rc-hcteroaiyi- 

177. A method of treatment according to claim 173 where Rc is: 
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178. A method of treatment according to claim 173 where Rc is: 

-cyclohexyl ring hosed to a phenyl ring. 

5 

179. A method of treatment according to claim 145 where the pharmaceutical^ 
acceptable salt is selected from the group consisting of salts of the following acids 
acetic, aspartic, benzenesulfonic, benzoic, bicarbonic, bisulfuric, bitartaric, butyric, 
calcium edetate, camsylic, carbonic, chlorobenzoic, citric, edetic, edisylic, estohc, 

10 esyl, esylic, formic, fumaric, gluceptic, gluconic, glutamic, glycollylarsanilic, 
hexanric, hexylresorcinoic, hydrabamic, hydrobromic, hydrochloric, hydroiodic, 
hydroxynaphthoic, isethionic, lactic, lactobionic, maleic, mahc, malonic, mandelic, 
methanesulfonic, methylnitric, methylsulfuric, mucic, muconic, napsylic, nitric, 
oxalic, p-nitromethanesulfonic, pamoic, pantothenic, phosphoric, monohydrogen 

1 5 phosphoric, dihydrogen phosphoric, phthalic, polygalactouronic, propionic, 

salicylic, stearic, succinic, succinic, sulfamic, sulfanilic, sulfonic, sulfuric, tannic, 
tartaric, teoclic and toluenesulfonic. 

180. A method of treatment according to claim 145 where the substituted amine (X) 
20 is selected from the group consisting of: 

N 1 -{(lS,2R)4^3,5-*fluoioben2yl)-2-hydroxy-3-[(3- 
meftoxybenzyl)ammo]propyI}-5-me 

NM(lS,2R>H3,5^uoroben2^ 
hydroxypropyl}-5-methyl-N 3 ^ 3 ^propyhsophthalamide, 
25 N 1 -[(lS,2R>14)enzyl-3^e%l^ 
dipropyhsophthalamide, 

N 1 -[(lS,m>l-benzyI-3^enzylainmo>2-hydrox^ 
dipropylisophthalamide, 

N^(lS,2R>l-be^l-2-hydroxy-3-(isopi^^ 
30 dipropylisophthalamide, 

N^(lS,2R)-l-benzyI-2-hydro^ 
dipropylisophthalamide, 

N^lS^-l-benzyl^-hydro^^^ 
methoxyphenyl)ethyl]amino}propyl)-N^^ 
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N l - {(1 S,2R)-l^en2yi-2-hydroxy-3-[(3-methox^ - 
N 3 ^N 3 -dipropylisophthalamide f 

ethyl {[(3S)-3-({3-[(^propylamino)caiboiiyl]benzoyl} amino)~2-hydroxy-4- 
phenylbutyl]amino} (phenyl)acetate, 
5 N l K(lS)-l-benzyl-2-^ 
oitrophenyl)ethyl]amino}pi^^^ 

N^(lS,2R)-14><aizyl-3-[(2^^ 
dipropylisophthalamide, 

N^(lS,2R)-14>enzyl-3-[(4-cMo^ 
10 dipropylisophtiiaiamide, 

N^(lS,2RM-benzyl-2-hydro^^ 
hydroxyethoxy)ethyl]amino}propyl)^ 

N'-KlS^RM-bemyl-S^^yd^ 
hydroxypropyQ-N^^propylisophthalainide, 
15 N^(lS£RH-ben^l-2-hy<to^ 
N 3 JM 3 -dipropylisophthalamide, 

N l - {(lS£R)-l-be^l-2-hydi^ 
furaaylmethyl)amino]piopyl} -N 3 3 N 3 -dipropylisophthalamide, 

N 1 -{(lS,2R)-14)enzyl-3-[(2,2Hiiethoxyeliyl) 
20 N 3 ^N 3 -dipropylisophthalamide, : 

N l ~[(lS,2R)4-ben^l-3-(butylamino>2-hydroxypro^^ 
dipropylisophthalamide, 

N l -[(lS^R>l-benzyl-3-(cyclohexylainino)-2-hydroxyp^ 
dipropylisophthalamide, 
25 N ! -{(lS;2RH-benzyl-2-h^^ 
N 3 ^T 3 -dipiopylisophthalamide, 

N ! - {(lS^R)-3-[(2-aminobeii2yl)amino]-l -benzyl-2-hydroxypropyl}-N 3 ^J 3 - 
dipropylisophthalamide, 

N^lS,2RH4)enzyi-24\^^ 
30 N 3 ^ 3 -dipropylisophthalamide, 

N l -((lS^R)4-benzyl-2-hydroxy-3-{[2<l-pyrroii 
N 3 ,N 3 -dipropylisophthalamide, 

N 1 -{(lS^R)4-b^l-2-hydroxy-3-[(2-hydroxy-2- 
phenylethyl)amino]propyl} -N 3 ^ 3 -dipropylisophthalamide, 
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N^(lS;2R)-14>enzyI-3-[(3-buto^ 
dipropylisophthalamide, 

N^(lS^)-l^enzyl-24iydroxy-3-^ 
N 3 ,N 3 -dipropylisophthalamide, 
5 N^(lS,2R)-l-benzyl-24iyto^ 
dipropylisophthalamide, 

N^(lS,2R)-l-benzyU2-hydro:^ 
dipropylisophthalamide* 

N^(lS,2RH-*enzyl-24iydro 
10 dipropyHsophthalamide, 

N 1 - {( 1 S ,2R> 1 -bCTzyl-2-hy droxy-3-[(2-phenoxy e%l)amino]propyl} -N 3 ,N 3 
dipropylisophthalamide, 

NM(lS,2R>l-benzyl-24iydroxy^ 
dipropyHsophthalamide, 
15 NM(lS,2R>l-benzyl-3-[(3,3^e%^^ 
N 3 9 N 3 ^ipropylisophthalamide, 

N l -{(lS,2R>l-benzyl-2-hy<froxy-3-[(4-phenylbutyl)am^ 
dipropylisophthalamide, 

N^(lS,2R)-14>enzyl-24iydro^^ 
20 dipropylisophthalamide, 

N 1 -{(lS)-l-benzyl-2-hydroxy-34(4-nitrobenzyl)ai^ 
dipropylisophthalamide, 

N t -{(lS,2R)4-benzyl-3-[(3^Morobenzyl)atmno]-2-hyd^ 
dipropylisophthalamide, 
25 N^(lS^R>l-benzyl-3-{[2<4-cmorophenyl)e^yl]amino}-2- 
hydroxypropyl^^^-dipropylisophthalamide, 

N l ^(lS;2R>l-b<aizyl-2^ 
N 3 ^J 3 -dipropylisophthalamide, 

N 1 - {(lS,2R)4^enzyl-2-hydroxyO-[(4-pyri^ - 
30 N 3 ,N 3 Khpropylisophthalamide, 

N^(lS,2R)-14>e^l-2-hydroxy-3^ 
pynx>hdkyl)ethyl]amino}propyl)^^ 

N 1 -{(lS,2R>l-benzyl-3-[(2 5 3-dimethyIbenzyl)amino]-2-hy 
N\N 3 ^piDpyhsophthalamide, 
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N l <(lS£RH-beazyl^ 
(trifluOTomethoxy)b^ 

NM(lS,2R>l*enzyl-3-[(2KMoro^ 
hydroxypropyl} -N 3 ,N 3 -dipropylisophthalamide, 
5 N^lS^-l-benzyl^ 
(trifluoromethyl)^ 

N 1 -{(lS,2R)4-bCTzyl-3-[(23^cUoroben2yl)amino]-2-hy<^ 
N 3 JSf 3 -dipropylisopbthalamide, 

^-{(IS^RH-b^^l-S-f&S^cMorobe^ 
10 N 3 ,N 3 -dipropyIisophthalamide, 

N l -{(lS,2R)-l-benzyl-3-[(3,5-diQuorobenzyl)am^ 
N 3 ^N 3 -dipropyKsophthalamide, 

N^(lS,2R>l-benzyl-2-hydroxy-3-{[4- 
(trmuorom^^ 
15 N l -[(lS^R)0<{2-[4<aminosijlfonyl)phenyl]e%l}ainm 
hydroxypropyl]-N 3 ^ 3 ^propyKsophthalainide, 

N l - {(lS,2R)-l-benzyl-2-hy<frox 
N 3 ^I 3 -dipropyIisophtlialamide, 
^U" N^(lS£RH-beozyl-2-hy^ 
20 dipropylisophthalamide, 

N 1 - {(lS^R)-l-benzyl-2-hydix>xy-3-[(3,4,5- 
timethoxyben2yl)amtoo]piopyl}-N^ 

N^ftlS^RH-benzyl^-hycto^ 
propyl)-N 3 ^N 3 -dipropyIisophthalamide, 
25 N l - {(1S,2R)-1 -ben2yl-3-[(3,5-dime&^ 

N 3 ^ 3 -dipropylisophthalaroide, 

N l -{(lS^R)-l-benzyl-3-[(2,4-dime&oxyben2yl)am^ 
N 3 J^ 3 -dipxopyIisophthalamide, 

NM(lS,2R>14>enzyl^^^ 
30 hydroxypropyl}-N 3 ^ 3 ^propyUsophthalamide, 

N^ftlS^RJ-l^enzyl-S-KS,^^ 
N 3 ^ 3 -dipropylisophthalamide, 

N^lS;iR)-l-ben2yl-3^^ 
dipropylisophthalamide, 
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N l ^(lS^>l-benzyl-2-hy<fr^^ 
propyl)-N 3 ^ 3 ^propyliscphtMamide, 

NM(lS^)4^en2ymiydio^^^ 
dipropylisophthalamide, 
5 Ny(lS,2R)-l-benzyl-24iydro^ 
N 3 ,N 3 -dipiopyUsophthalamide, 

N l K(lS,2RH-benzyl-24iydro^ 
N 3 ^N 3 -dipropylisophthalamide, 

Ny(lS,2R>l-benzyl-3-{[3>bis(t^^ 
10 hydroxypropyl)-N 3 ,N 3 ^propylisophthalaiiiide, 

N ! -((lS;2R>l-ben2yl-24ty^ 
propyl)-N 3 ,N 3 -^propyKsophthalamide 5 

N 1 -((lS^R>l-benzyl-2-hydroxy-3-{[(lS>Hl. 
naphthyl)e*hyl]amino}propyl)-N 3 ^^ 
15 N l -((lS£R>l-benzyl^ 

naphthyl)e%l]amino}propy^ 

N l -{(lS^R)4-benzyl-2-hydioxy-3-[(4-hydroxy-3- 
methoxybenzyl)ami^^ 

N 1 - {(rS,2R)- 1 ~ben^ 
20 N 3 ,N 3 -dipropyIisophthalainide, 

^-{(1 S> l-benzyl-2-hydroxy-3-[(3-metboxypropyl)amino]propyl} -N 3 ,^ 
dipropylisophlhalamide, 

methylethyl]amino}propyl)-N 3 ^ 3 -dipropyUsophthalamide, 
25 ^-((lS^RH-benzyl^^ 
methyletftyI]aniino}propyl>N 3 ^^ 

N 1 -[(lS^>l-benzyl-2-hydtoxy-3^2-propynylain^ 
dipropylisophthalamide, 

N^(lS,2R>14>enzyl-3-{[2^ 
30 hydroxypropyl)-N 3 ^ 3 -^ropylisophthalanude, 

N^(lS,ZR>l-beii^l-3~^ 
hydroxypropyl)-N 3 5 N 3 K^ 

N ! <(lS,2R)-l-benzyl-3^^ 
hydix>xypropyi)-N 3 ^ 3 ^propylisophthalamide, 
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N^lS^H-benzyl^ 
hydroxypropyl^^^^propylisophthalamide, 

N^(lS>l-benzyl-2-hydroxy-3-{[2-@^ 
N 3 ,N 3 siipropylisophthalamide, 
5 N^lS^H-benzyl-S-Jp^^^ 
hydroxypropyl)-N 3 ^ 3 ^propylisophflialamide, 

N^(lS^R)4"benzyl-3-{[2K3^Worophenyl)ethyl]am^ 
hydroxypropyl)-N 3 ,N 3 ^pn>pylisoph1balainide, 

N^((lS>l-benzyM.{[2-(2,5^ethoxyphenyl)e% 
10 hydroxypiopyl)-N 3 ^ 3 ^pn>pylisophlhalainide, 

N^ClS^H-benzyl^^^ 
methylphenyl)ethyl]amino}pn>pyl)-^^ 

N 1 <(lS,2R>14>ejizyl-3-{^ 
hydroxypropyl>N 3 ,N 3 -dipropylisophthalainide, 
15 N^(lS,2R>l-benzyl-2-hy^ 
morpholinyl)propyl]amino}propyl^ 

^-[(lS^H-benzyl^y^ 
dipropylisophthalamide, 

N l <(lS,2R>l-be^l-2-hy^xy-3-{[2-(4. 
20 moiphoIinyl)ethyl]amino}propyl^^ 

NM(lS,2R>l^en^l-2-hydro^ 
dipropylisophthalamide, 

N^ClS^RH-benzyl^^^ 
N 3 ^f 3 -dipropylisophthalamide, 
25 N^ftlS^RJ-l-bc^l^-hydroxy-S^ 
dipropylisophthalamide, 

N 1 <(lS,2R>l-ben2yl-2-hydroxy-3-{[(lS>2-hydroxy-l- 
phmylethyl]amino}propyl>N 3 ,N 3 -dipropylisaphthdamide, 

N 1 -{(lS^R)-l-benzyl-3«[(2»4^cMcm)benzyl)amino 
30 N 3 J4 3 -dipropyIisophttialamide, 

N^(lS,2RH-benzyl-2^ 
phenylethyl]amino}pix^yI)-N 3 ^ 

N l - {(1 S,2R)- 1 -benzyl-3-[(4-tert-butylb - 
N 3 ,N 3 - dipropylisophthalamide, 
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NM(lS,2R>l-beaizyl-2-hydro^ 
dipropylisophthalamide, 

N^(lS,mM-benzyl-24iydro^ 
inden-l-yl]amfoo}pn>pyl)-N^ 
5 N ! -{(1 S^R>1 -ben2yl-3-[(3,4-dimethyIbenzyl)amin 

N 3 ,N 3 - dipropylisophthalamide, 

N ! -((lS,2R>l-(3,5-(Mhiorob^ 
mefoyl-2^xoethyl]amino}propyi)^ 

N ! <(lS,2RH-(3,5^uorobe^ 
10 l-methyl-2^xoethyl]amino}propyl)-N 3 ,N^^ 

N 3 <(lS^>H3,5^uorobenzyl)-2-hydroxy-3-{[(l^ 
l-me1hyl-2K)xoethyl]amino}propyl)-N^ 

N l <(lS^)4<3,5-difhiorobenzyl)-2-hydroxy-3- {[2^isobutylamino)-l ,1 - 
dimethyl-2^xoethyl]aiifflmo}propyl)^^ 
15 N ! K(lS;^yM3,5^uorobei^ 
oxoethyl]amino}propyl)-5H0^thy^ 

N4(lS,2R>H3,5Hiifluorobe^^ 
[(isobutylamino)carbonyl]pTopyl}^ 
dipropylisophthalamide, -.yi : : 
20 N^(lS,2R>H3,5^uorobei^^ 
[(isobutylamino)caibonyl^ 
dipropylisophthalamide, 

N^(lS,2R)-3^eazylamino)-H3,5-^^ 
methyl-N 3 ,N 3 -<lipropylisophthalamide, 
25 N ! -[(l S,2R>H3,5^uorobenzyl)-3<e1bylamino)-2-hydroxyprop 

methyl^^-dipropylisophthalamide, 

N l »[(lS3>H3,5^uoroben2yl)-2-hydroxy-3<isobutyla^ 
methyl-N 3 ,N 3 -dipropylisopbthalamide, 

Ny(lS,2RH<3,5-difluoroben^ 
30 me1hyl-3-oxopropyl]amino}propyl)-5-methy^ 

N^(lS,2RH<3,5^uorobenzyl)^ 
hydroxypropyl)-5-methyl-N 3 >^ 

N l -[(lS,2R>3-{[(lS)-l-be^l-2^^^ 
di£luorobenzyl)-24iy(hmypropy^^ 
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N l -[(lS;^)-H3,5-d^ 
[(isobirtylammo)caibony^ 
dipropylisophthalamide, 

N l -((lS^>H3,5^£luorobenzyl>3-{[2-(dimethylai^ 
5 hydroxypropyl)-5-metoylrN 3 ,N 3 HlipropyUsophthalamide, 

NM(lS£RH-(3,5^fluoroben^^^ 
pyridinylmethyl)amino]propyl^^ 

N 1 -KlS^R>34[(lS)-14(benzyloxy)methyl]-2-(isobuty^ 
oxoetbyl]amino}-H3,5-diflu^^ 
10 dipropylisophthalamide, 

NMClS^HW^fluorobe^ 
phenylethyl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 

N^(lS,2RH^3,5^fluon>ben2y^^ 
[(isobutylammo)carbonyl^ 
15 dipropylisophthalamide, 

N^[(lS^)-l-(3,5^fluorobenzyl>2-hydroxy-3-({(lS)-l- 
[(isobutylamino)carbonyl]bi^ 
dipropylisophthalamide, 

N l <(lS,2R>H3,5^fluorobe^ 
20 2^isobutylanrino)-2^xoethyl]^^ 
dipropylisophthalamide, 

N^{(lS^R)-K3,5Kimuoroben^l)-2-hydroxy-3-[(2- 
phenylethyl)amino]pTopyl}-5-me 

N^(lS,2R)-3-{[(lS)-2-(ben2yl^^ 
25 difluorobenzyI>2-hydroxyptt^ 

N l <(lS^>H3,5^uorobenzyl>2-hydroxy-3-{[(lS)-l- 
phenylpropyl]amino}propyl)-5-m^ 

N 1 <(lS^R>l-(3,5-difluorobenzyl)-3-{[(lS)-2<ethylamino^ 
oxoe*hyl]amino}-24iy<bx>xypropy^ 
30 N^(lS,2R>1^3,5-<Muorobenzyl)-2.hydroxy.3- {[(lS>2<isobutylamino)- 

2^xo-li?henylethyi]amino}propy 

N 1 -[(lS^>l-(3,5-difluoroben2yl>2-hydn)xy-3-(isopentylai^ 
mefhyl-N 3 ^N 3 -dipropylisophthalamide, 



WO 02/02512 PCT/US01/21012 

497 

N ! -[(l S,2R)-3<cyclohexyl^ 
S-meliiyl-^^^propylisophthalaniide, 

N^(lS;iR>3^utylaini^^ 
melfayl-N 3 ^ 3 ^piDpyKsophthdainide, 
5 NM(lS^W3,5^uoioben^ 
methoxypropyl)ammo]p^ 

N^(lS,mH<3,5^uorobenzy^^^ 
phenylethyl)ainino]piiopyl}-^^ 

N 1 ^(lS > 2R>H3 J 5-difluorobenzyl)-3-{[(3R,5S>3,^ 
10 dmethoxycyclohexyl]amm 
dipropylisophthalamide, 

dimethyl (lR,3S)-5-{[(2R,3S)^3,5-di£luoroplienyl>3-({3- 
[(dipropylainino)carbonyl]-5-methyIbenzoyl} ainino)-2-hydroxybutyl]amino} -1,3- 
cyclohexanedicaiboxylate, 
15 (lR,3S)-5-{[(2R,3S)-4-(3,5-difluoropheiiyl>3-({3- 

((dipropylamino)caAonyl]-5-methylbenzoyl} amino)-2-hydroxybutyl]amino}-l ,3- 
cyclohexanedicarboxylic acid, 

N^(lS^)«H3,5^uorob^ 
ptienylpropyl]amino}propyl)-5-mefo^ 
20 N4(lS,2R)0-[(3-cMorobea^ 
hy<koxypropyi]-5-methyl-N 3 ^^ 

N-{(lS^)-H3,5-difto^^ 
methoxyben2yl)amino]pr^^ 

N^(lS^)-3-[([l,lM>iphe^ 
25 hydroxypropyll-S-methyl-N^^piopyUsophthalaniide, 

N l -{(lS^>l-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3^ 
iodobenzyl)amino]pn)pyl}-5-methy^ 

N^KlS^R^HS^^uorobenzyl^-hydioxy-S-KS- 
methyIbenzyl)amino]propyl}-5-me^ 
30 N I -{(lS^>H3,5Kii£hiorobenzyl)-2-hydroxy-3.[(2- 
phenylpn>pyl)amino]pro^ 

N l -{(lS,2R>K3,5^uoTobenzyl)-2-hydioxy-3-[(13-tM 
ylmethyl)amino]piopyl}-5-m^ 
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NM(lS^R>H3,5^ifluoroben^ 
fhienylmethyl)ammo]p^ 

NM(lS;*RHK3,5^uon)benzyl^ 
tet^ydro-l-naphthalenyl)ainino]propyl}-5-meth^ 
5 NM(lS,2RHK3,5^uoroben2^ 
pyrazinylme11iyl)ami^ 

NM(lS,2R>H3,5^uoTobenzy^ 
hydroxypropyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

NM(lS^R>3-[(l>benzodioxoI-5-ylm^ 
10 hydroxypropyl} -N 3 ^ 3 -dipropylisoph&alamide, 

N 1 -{(lS^>H3,5^uorobenzyl)-3-[(3,5-dimefliox^ 
hydroxypropyl} -5-methyl-N 3 ^ 3 ^propylisophthalamide, 

N^^lS^J-HS^-difluot^benzyl^-hydroxy-S^P^ 
(trifluoromethyl)ben2yl]ami^ 
15 NM(lS,2RH^3,5Kimuorobemyl>2-^^ 
teti^ydro4-naphthalenyl)a^ 

N^(lS^>H3,5-difluorobeii2yl>.2-hydroxy-3-{[3- 
(trifluon)methoxy)ben^l]a^ 

^-{(IS^RH^S^fluorobei^^ 
20 hydroxypropyl} -5-methyl-N 3 ,N 3 -dipropylisophthalainide, 

N , -{(lS > 2R)4<3 f 5^uorobenzyl>2-hydroxy-34(3- 
isopropoxybenzyl)amino]propyl} -5-mrfhyl-N 3 ,N 3 -dipropyUsophthalainide, 

N l -[(lS^>3-[(3-bromobe^ 
hydroxypropyl] -S-methyl-^^-dipropylisophthalainide, 
25 ^-((lS^H-frS-rtfluoro^ 
finyl)methyl]ainino}propyl)-5-^ 

NM(lS,2RH<3,5^imuoroben^ 
tetrahydro-l-naphthaleayl)amino]propyl}-5-methyl-N 3 ,N 3 ^ 

N 1 .{(lS,2R)4<3,5^uorobenzyl^2-hydioxy-3.[(5-metho^ 
30 tetrahydro-1 -naphthalenyl)an^o]propyl}-5-^ 

N l -[(lS^R>H3,5^uorobenzyl)-2-hydroxy-3^U3,4-t^ 
naphtbalenylamino)propyl]-N 3 ^ 3 ^propylisophfhaJainide, 

N ! -[(lS;»)-3^en2yla^ 
methoxy-N 3 ^ 3 -^propylisophthalamide, 
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^-[(1 S^R)-3-(ben2ylami^ 
N 3 ,N 3 -dipropylisoph1halamide, 

N^(lS^R)-3^en2ylai^ 
chloro-N 3 ,N 3 -dipropylisophthalainide, 
5 N 3 -[(l S;2R)-3^enzylamm^^ 

N 5 ^ 5 ^propyl-3,5-pyridinedicarboxamide, 

N^(lS^)-3^nzylamin^^ 
fluoro-N 3 ^N 3 -dipropylisophthalamide, 

N 2 -[(lS^R)-3^enzylaniinoH 
10 N 5 ^ 5 ^propyl-2,5-thiophenedicarboxamide, 

N 4 -[(lS,2R>3-(bemylamino)-H3,5-di£hiorobe^ 
N 2 ^ 2 ^propyl-2,4i)yridinedicaiboxamide, 

^-[(lS^R^^en^l^^ 
N^^dipropyM,^ pyrimidiaedicaiboxainide, 
15 N-[(lS£R)-3-(bemylamk^^ 
morpholinylcarbonyljbenzamide, 

^-{(1 S£RH-benzyl-2-hy^ 
dipropylisophthalamide, 
^NM(1S£R)-H^ 
20 methoxybenzyl)amino]propyty^ 

tf-KlS^RH-tfttRH-Kb 

oxoe%l]anuno}-H3,5HMuorobenzyl>2-hydroxypropyl]-5-m^ 
dipropylisophfhalamide, 

N^(lS^>l-(3,5^uoiobenzyO^^^ 
25 2<isobutylammo)-2^xoethyfl 
dipropylisophthalamide, 

N'-KlS^-l-benayl^-hydro^ 
dipropylisophthalamide, 

N^(lS)-3K{2-[4^aniinosu^ 
30 hydroxypropylJ-^^KiipropyKsophthalamide, 

N 3 -{(lS^R)4-(3,5Kimuorobenzyl>2-hydroxy.3^ 
ylmethyl)amino]propy^ 

3-beaz»yl-N-{(lS£R)-l-(3,^ 

methoxybenzyI)amino]propyl}ben2ainide, 
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N-{(lS^H^3,5-<^uorobei^^ 
methoxybenzyl)ammo]pr(^^ 

N l -[(lS£R>3^enzylan^ 
(2-methoxyethyl)-N 3 -propyUsoph1halamide, 
5 N-{(lS,2R)-l<3,5^uomben2yl>2-hydioxy-3-[(3- 
methoxybCTzyl)amino]propyl} -3-ethoxybenzamide, 

N-{(lS^R)-H3,5^uorobenzyl>2-hydn)xy-3-[(3« 
methoxybenzyl)amino]propyl} -2-naphthamide, 

10 naphthalenylaminok^ 

N^(UL>3-{[3,54>is(^ 
2-hydroxypropyl]-5-methyl-N 3 ^ 3 ^pxopyUsophthalamide, 

N^(lS,2R>l-benzyl-3-{^ 
hydroxypropyl)-N 3 ^ 3 ^propylisophthalamide, 
15 N l -{(lS^R)-l-beD2yl-3-[(23-difIuoroben2yl)ainm 
N 3 ,N 3 -dipropylisophflialamide, 

N^ftlS^RH-be^l-a-JP-fl^ 
hydroxypropyl)-N 3 ,N 3 -dipropylisophthalamide, 

N x -{(1 S,2R)- l-benzyl-3-[(2 > 5^£luprpbe^ 
20 N 3 JN 3 -dipropylisophfhalamide, : f 

N*-((l S,2R)-l-benzyl-3- {[3-fluoro-5<trifluoromethyl)benzyl]am^ -2- 
hydioxypmpyl^^^HfipropyUsophtbalamide, 

N l -{(lS^R)-l-bCTzyl-3-[(3,4-difluorobenzyl)a 
N 3 ^f 3 -dipropylisophthalamide, 
25 N l <(lS;2R>l-benzyl-3-{^ 

hydroxypropyl)-N 3 ^N 3 -dipropylisophthalamide, 

N l -(( 1 S,2R)- 1 -benzyl-3- {[2^hloro-5^trifluoromethyl)benzyl]amiiio} -2- 
hydroxypropyl)-N 3 JST 3 -dipropylisophlhalaiiud^ 
N^ClS^RM-bf^l^-tf^Moro-S^^ 
30 hydroxypropyO^^^propyUsopMialamide, 

N4(lS,2R)-14>enzyl-3<23^y<^ 
hydroxypropyl]-N 3 ^ 3 -d^ 
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N>- {(lSH^en2yl-2-hydro^ 
dipropylisophthalamide, 

N l K(lS^>l-benzyl^-{[3^dmuoromethoxy)benzyl]amm 
hydroxypropylJ-^jN^propylisophthalainide, 
5 N^ftlS^RH-ben^^ 
dipropylisophthalamide, 

N^(lS^>l-benzyl-2-hydn>xy-3.{[(5-metiiyl.2- 
pyrazinyl)methyl]aiiii^ 

N^(lS>2R)-l-benzyl-3-[(3-br^^ 
10 hydroxypropyl}-N 3 ^ 3 -dipropylisophfhalamide, 



NM(lS,2R)-H3,5^uorobenzyl)-3-^ 
hydroxypropyl} -5-methyl-N 3 ^ 3 -dSinx)pyUsophthalainide, 

N l -{(lS^R)-H3,5^fluorobenzyl>3-[(3-ethoxyben2y 
15 hydroxypropyl}-5-methyl-N 3 ,N 3 ^pn)pyKsophthalainide, 

N I -{(lS,2R)-H3,5^fluorobenzyl>2-hydroxy-3-[(2- 
pheaioxyethyl)amino]propyl}-5-^^ 

N 1 -{(lS,2R)-H3,5-difluorobenzyl)-2-hydroxy^ 
isobutoxybenzyl)amino]propyl} -5-methyl-N ,N ^^propylisppht^amide, 
20 N l ^(lS,2RHK3,5^uorobenzyl)^ 
yl)methyl]amino}pn>pyl)-5-^^ 

N^KlS^R^^enzyla^^ 
methyl-N^ropylisophthalamide, 

N 2 -[(lS;2R>3-(benzylami^ 
25 N 5 ^ 5 ^ptopyl-2,5-furandicarboxamide, 

N 3 -((lS^R>l-(3,5-^uorobenzyl)-2-hydroxy-3- {[3- 
(trifluoromethyl)ben^^ 

N 3 - {(lS,2RH^3,5^uoToben2yl>2-^^^ 
phenylethyl)ammo]propyl}-^N 5 ^^ 
30 N l -[(lS^>3-amino-l-(3,5^uon)benzyl)-2-hydroxy^ 
^^-dipropylisophjhalamide, 

NM(lS,2RH^3,5^uoroben^^ 
hydroxypropyl}-5-methyl-N 3 ^ 3 ^propyUsophtiialamide, 
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NM(lS,m>l-(3,5^fluorobe^ 
teliahydio- 1 -naphthal^^ 
isomer A, 

NM(lS^)-H3,5^uorob<myl)-2-h^^ 
5 tetrahydro-l-n^hthdenyl)ainino]piopyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 
isomer B, 

N- {(1 S;2R)-l-benzyl-2-hydroxy-3- 
(dimethylamino)benzaroide, 

N- [( 1 S,2R)- 1 -b enzyl-2-hydix)xy-3-[(3-methoxybenzyl)amino]propyl]-2- 
10 methyl- IH-b enziraidazole-5-carboxamide, 

3-(aminosulfonyl)-N-{(lS)-l-benzyl-2-hydroxy-3-[(3- 
metboxybenzyl)axnino]propyl}^cUoiobenzamide, 

N- {(1 S,2R)-1 -ben2yl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} -3 - 
cyanobenzamide, 

15 N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxybeii2yl)ar^ 
chloro-3-nitrobaizamide, 

methyl 3-[({(lS^R)-l-benzyl-2-hydrDxy-3-[(3- 
methoxybei^lJamino^ropylJaminoJcarbonylj-S-nitrobaizoate, 

tert4)utyl3-[({(lS^)-l-^ ^ ^ ..... 

20 methoxyben2yl)ammo]propyl}am 

N-[(lS,2R)4-benzyl-2-hydroxy-3-[^ 
dioxo-9,1 0-dihydro-2-anthrancenylcaiboxamide, 

N-[QS£R)-l-benzyl-2-hy<to^ 
1 AS-benzotriazole-e-carboxamide, 

25 N-{(lS,2RH-benzyl-2-hyc^ 

metbyl-5^xo-4,5-dihydro-lH-pyrazol-l-yl)benzamide, 

N- {(1 S^R)-l-benzyl-2-hydroxy-34(3-metto^ - 1 H- 

indole-5-carboxamide, 

N-{(lS^H-benzyl-2-hydroxy-34(3-me 
30 fluoix)-5-(trifluon)methyl)benzamide, 

N- {(lS,2R)4-benzyl-2-hydroxy-3-[(3-methoxyben2yl)ammo^ -3- 
(tri£luoromethyl)benzamide, 

N-{(lS,2R>l-ben2yl-24iy(h^ 
(butylamino)benzamide, 



WO 02/02512 PCTYUS01/21012 

503 

N-{(lS;2R)4-benzyl-2-hydrox^^^ 
(trifluoromethoxy)benzamide, 

N-{(lS^R)*l-b«i2yl-2-hydroxy-3-[(3-methoxyben2y 
dimethoxybenzamide, 
5 N-{(lS;2R)44xmzyl-2-hydro^ 
dimethylbenzamide, 

N- {(1 S,2R> 1 -benzyl-2-hydroxy-3 -[(3 -methoxybenzy])ainino]propyl} -3 ,5- 
difluorobenzamide, 

N-{(lS,2R)44>enzyl-2-hydroxy-3-^ 
1 0 dichlorobenzamide, 

N- {( 1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(3-methoxybeii2:yl)amino]propyl} -4- 
(benzyloxy)benzamide, 

N- {(lS^R>l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
benzodioxole-5~caiboxamide, 
15 3^acetylamino>N-{(lS^ 

methoxybenzyl)aniino]propyl}beiizainide, 

4^acetylamino)-N-{(lS£^^^ 
metboxybenzyl)amiao]propyl}benzamide, 
' ' 1 N l <(lS^R)-H3,5^uorobenzyl)-34[(3,5^ethyl^ 
20 isoxazolyl)methyl]amino}-2-hydroxypropyl)-5-meth^ 
dipiopylisophthalaniide, 

N ! -{(1 S^R)4^3,5-^uorobenzyl)-2-hydioxy.3-[(3- 
phenylpropyl)amko]propyl}-5Ho^ 

N^(lS£R)-H3,5^fluoroben^^^ 
25 hydroxypropyl} -5-methyl-N 3 ^N 3 -dipropylisophthaIamide, 

N I -{(lS^R)-H3,5^uoroben2yl>2-hydroxy-3-[(tet^ 
furaraylmefoyl)aminofr^ 

NM(lS;2RHK3>5^uoroben^^^ 
propoxybenzyl)amino]propyl}-5-me^ 
30 N 1 -{(lS^R^H3,5-<Muorobenzyl>2-hydroxy-3-[(2- 
pyridinylmetbyl)ammo]pi0^^^ 

N 1 -[(lS,2R>3^en2ylamino)4<3,5^fluoroben2yl>2^ 
hydroxy-^^-dipiopylisophthalamide, 
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methylphenyl)e%l]anm 

NM(lS^>H3,5Kiifluorob^ 
naphthalenylaminojpropyl} -5-me1hyl-N 3 ^ 3 -dipropylisophthalamide s 
5 N^(lS,2R>H3,5^uoroben^ 

hydroxypropyl} -5-me&yl-N 3 ,N 3 -dipropylisophtiialami(ie, 

N^(lS^>3-{[2Hftla^ 
difluorobenzyl)-2-hy(to^ 

N 1 -{(lS,2R>K3,5^uorobenzyI)-2-hy(boxy-3-[(2-hydro^ 
10 methylben2yl)ammo]p:ropyl}^ 

N^(lS^R)-H3,5-dmuoioben^ 
dihydro-lH-inden-l-yl]amm^^ 

NMciS^HW^uoroben^ 
ylamino]-24iydixncypropy 
15 5^Moro-NM(lS^)-H3,5Kimuoro^ 

phOTylefhyl)amiiio]propyl} -N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2R)-3-[(l-benzofta 
hydroxypropyy-S-methyl-^jN^dipiopylisophthalainide, 
N4(lS,2R)-3-{[(lR)-H3-bromo 
20 difluorobenzyl)-2-hydroxy^ 

N^(lS,2RH^4-fluorobei^ 
5-methyl-N 3 jNf 3 -dipropylisophthalamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybeiizyl)amm 
25 Jbutyl(butyryl)amino]-5-me1hylbeiizamide, 

N 1 - { 1 -benzyl-2-hy<koxy~34(3-methoxyben^ 
N 3 ^N 3 -dipropylisophlhalamide, 

N 3 - { 1 -benzyl-2-hydroxy-3^(3-methoxyb^ 
N^^propylisophthalamide, 

30 ^-{(lS^M^s-dmuo^^ 

me1hoxybenzyl)amino]propyty 

N- {( 1 S,2R)4 -benzyl-2-hydroxy-3-[(3 -metboxybenzyl)amiiio]propyl} -1 - 
butyl-lH-indole-6-carboxamide, 
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NM(lS,2R>3-aaiIino-H3,5^ 
N 3 JN 3 -<iipTopylisophthalamide, 

5-bromo-N^(lS,2R>3-[(34)ro^ 
hydroxypn)pyl]-N 3 ^ 3 ^propylisophtiialamide, 
5 N-{(lS^R>H3,5^uorobenzyl>2-hydroxy-3-[(3- 
iodobeaizyl)animo]propyl}^^ 

N-{(lS,2R)-H3,5^uoioben2yl>2-hydroxy-3-[(3- 
iodoben2yl)amino]pTopyl} -3-methylpentanamide, 

N 1 -^! S,2R)-l-(3,5-difluorobenzyl)-2-liydioxy^-[(3- 
10 hydroxybenzyl)amino]propyI}-5-meft^^ 

N 1 - {(1 SJRy 1 -benzyl-2-hydroxy-3-[(3-methoxyben2yl)amm 
cyano-^^-dipropylisophtiialamide hydrochloride, 

^-{(lS^RH^tmyl^-hydro^ 
N 3 JM 3 -dipropyl- 1 ,3,5-benzenetricarboxamide, 
15 1- N-{(lS£RH^3,5^uoroben^ 

iodoben2yl)amino]piopyl}-5^^ 

5<aminosulfonyl)^^ 
me&oxjtoenzyl)ammo]propyl}^ 

NM(lS;2R)44>enzyl-2-hy<^ 
20 N 3 ,N 3 ^propyl-5~(l-pyrrohdi^ 

N 1 - {(1S,2R> 1 -ben2yl-2-hydroxy-3-[(3-methoxyb«izyl)ainino]propyl} -5- 
[(methylamino)sulfbn^^^ 

N I -{(lS,2R)-l-benzyI-2-hydroxy-3-[(3-methoxybenzyl)am 
[(dimethylamino)sulfon^^^ 
25 . N-ftlS^RH-benzyW-hydroxy-S-^^^ 
methyl-3-(methylsulfonyI)propanamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3^ 
(methylsulfonyl)propanamide, 

2-amino-N^(lS,2Ry^^^ 
30 methoxybenzyI)amino]propyl}^ 

N-{(lS,2R>l-beiizyl-2-hydro^ 
(mefhylsulfonyl)pentanamide, 

N 1 - {(1 S;2R>1 -benzyl-2-hydroxy^ -N 4 - 
phenylsuccinamide, 
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(3R)-N 4 -{(lS;2RH-benzyl-24iy^ 
2^3-trimethyIbutanediamide, 

N- {(lS,2R>l-benzyI-2-hydroxy-3-[(3-methoxybe^ -3- 
[(dipropylamino)sulfonyl]propanai}Ddde, 

5 N^ftlS^RH-benzyl-l-h^^ 
N 5 ^Sf 5 -dipropylperxtanediamide 3 

N- {( 1 S,2R> 1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm -4- 
oxo-4-(l -piperidinyl^iitanamide, 

NMClS^H-benzyl^-hydrox^ 
10 l^^-dipropylsuccinamide, 

N-{(lSJ2R)4-beitfyl-2-h^ 
oxo-5-(l-piperidinyl)pentanamide, 

^-{(lS^RH^enzyl^-hyto 
phenylpentanediamide, 
15 N-{(lS,2R)-l-ben2yl-2-hy<froxy-3-[(3-methoxybenzyl)amin 
dimethyl-4-oxo-4-(l -piperidinyl)butanamide, 

N-{(lS£R)-14)enzyl-2-hydro^ 
(isopentylsulfonyl)butanamide, 

N 1 - {(1 S^R)-l-benzy]<2-hydrpxy r 3-[(3-me^ 
20 dimethyl-^^^propylsuccinamide, v~ - 

N-{(lS^R)4-benzyl-2-hydroxy-3-[(3-methoxybenzy^ 
[(dipropylairdno)siilfonyl]butanamide, 

N-{(lS;2R>l-benzyl-2-h^^ 
[(methyIaiiilino)sulfonyl]butanainide, 
25 N-{(lS^R>14)emyl-2-hy(froxy-3-[(3-methoxybenzyl)a^ 
[(methylamlmo)sulfonyl]pTOpanamide, 

N-{(lS^R>l-benzyi-2-hydroxy-3-[(3- 
methoxybrazyl)ainino]pn)pyl}acetamide 5 N-{(lS,2R)-l«benzyl-2-bydroxy-3-[(3- 
mefooxyben^l)ai^ 
30 N-{(lS^R)-l-(3 5 5-dmuoix>benzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -5-oxo-5-(l -piperidmyl)pentanamide, 
N-{(lS^)-l-benzyl-2-by<koxy-3-[(3-iodobenzyl)amin 
( 1 -piperidinyl)pentanamide and 
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N-{(lS£R)-H3,5Hiifluoro^ 
iodobenzyl)amino]propyl} -3-[(dipropylamino 

N 1 - {(1 S^R>-l-benzyl-2-hydioxy-3-[(3-me^xybenzy -5- 
elhyl-N 3 ^ 3 -^jropylisophthalaniide, 
5 N l -{(lS^R>l-braizyl-2-hydroxy-3-[(3-methoxybe^ 
isobutyl-N 3 ^N 3 -dipropylisophthalamide, 

N 1 - {(1 S,2RH-benzyl-2-hydroxy-3^ -5 - 

t^^utyl-N 3 ,N 3 -dipropylisophthalamide, 
N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxyben2^ 
10 propylisophthalamide, 

NM(lS^H-(3,5-difluoio^ 
methoxybenzyl)amino]propyl}-N 3 ^ 3 ^ 

^-{(lS^R^-beaazyl^-hydroxy^^P-^ 
N 3 ^ 3 -dimethyl-N^N 5 -dipro^ 
15 N^KlS^R^-amino^-be^ 
benzenetricarboxamide, 

N ! -[(l S,2R)-l-benzyl-2-hydroxy-3<isop 
1,3,5-benzenetricarboxamide, 

N^(lS^R)-l-benzyl-2-hydroxy-3^ 
20 propyl-l,3f5-ben2^aetricaiboxainide, 

J\^{(lS,2R)-l-Benzyl-2-hyd 
^utyiyl(propyl)amino]-5-methylbenzamide, 

N- {(1 S^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]^ - 1 - 
propyl- lH-indole-6-carboxamide, 
25 N-{(lS£R)-H3,5-dmuorobe^ 
methoxyben2yl)amino]pro^ 

N 1 -{(lS,2R)-H3,5Kimuoiobe^l)-3-[(3,4-<to 
hydroxypropyl} -5-methyl-N 3 ,N 3 -dipropylisophthalainide, 

N4(lS;2R)-3-[(3-aiiii^ 
30 hydroxypiopyl]-5-me4hytN 3 ^ 3 ^ 

N-{(lS,2R)-H3,5^uorobea^ 
iodobenzyl)amino]piopyl} octanamide, 



WO 02/02512 PCT/US01/21012 

50S 

N 3 -[(lS,2RH^3,5^iK>rober^ 
(trifluoromethyl)phenyl]e^ 
pyridinedicarboxamide, 

N4(lS^)-H3,5^uon>benzy^^^ 
5 (trifluoromethyl)phenyl]ethyl} 
dipiopylisopbthalamide, 

Ny(lS^>l^^-diftaaroba^ 
dihydro-1 H-inden- 1 -yl]amino}pmpyl)-5-inethyl-N 3 ,N 3 ^propyUsophthalamide, 

10 ylaroino]-2-hydroxypropyl} -S-melhyl-^^nKpropyHsophthalamide, 
N-{(lS^R)4<3,5^uorobenzyl)-2-hydroxy-3~[(3- 

iodobenzyl)amino]piopyl} -3-methylbenzamide, 
N4(lS;ZR)-H3,5^uorob(my^^^ 

ylanuno)pTopyl]-5-methyl-N 3 ,N 3 ^propyUsophthalamide, 

15 N^ClS^H^S-dmuorobe^ 
5-methylcyclohexyl]amino}pr^ 

N^^aUyl-S-chloro-^ 
[(l-methyl«l-phenylethyl)amino]propyl}isophthalamide, 
f p ^N^-diattyl-S^ 
- 20 [(l-methyl-l-phenyletbyl)amino]propyl}isophtha!ainide, 

N 3 - {(lS,2R)-1^3,5-<Muorobenzyl)-2-hydroxy-3-[(l- 
phenylcyclopentyl)ammo]p^ 

N l -{(lS,2R)4^3,5^fluorobeozyl)-3-[(3^thylbeiizyl) 
hydroxypropyl}-5-methyl-N 3 ,N 3 KHpropyUsophtbaIamide, 
25 N^ftl S,2R)- 1 -(3,5-difluorobenzyl)-3- {[3^dimethylamino)ben^l]amino} - 

2-hydroxypropyl)-5-methyl-N^ 

N^(lS^H^3,5^fluorobemy^ 
finyl)methyl]amino} -2-hydroxypropyl)-5-m 

^-{(lS^^HS^^fluorobenzyO^-liydioxy-S-Kl- 
30 pheaylcyclopentyl)amino]propy 

N4(lS£R>3<cyclopropylai^ 
hydroxypropyl]-5-methyl-N 3 ^ 

N^(lS^>3-[(cyclopropylm^ 
hydmxypropyl]-5-methyl-N 3 ,N 3 ^propylisophthalamide, 
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NM(lS£R>l<3,5Kimuoro^ 
iodobenzyl)amino]propyl} ^^-dipropylpentanediamide, 

N 3 -{(lS^RH^3,5^uon>benzyl^^ 
hydroxypropyl}-N^N 5 ^propy^ 
5 NM(lS^H^3,5KlMuorobc^l^ 
finmy]methyl)amino]piopyl^ 

N 3 -{(lS^HK3,5^uorob(^ 
phenylcyclopropyl)amino]piopyl}^ 

N l -{(lS^>H3,5^uoroben2yl>2-hydroxy-3-[(2^xo-3- 
10 azepanyl)amino]propyl} -S-methyl-^^-dipropylisophthalamide, 

^-((lS^-l^S^-difluorobenzyl^-hydroxy-S- {[(3-methyl-2- 
furyl)methyl]amino}propy^^ 

N^(lS,2R>l-(3,5-difluorobe^ 
fiiranylmethyl]amino}pro^^ 
15 5-cMon>-NM(lS,2RH^3,5^uorobe^^ 
phenylethyl)ao^o]propyl} -N 3 ^^ 

N ! -{(lS^R^l-(3,5^uoiobenzyI)-2-hydioxy-3-[p 
isopiopenylbenzyl)amino]propy^ 
/ IX. . nM(1S£R)-^^ 

20 propoxyethyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
N^(lS£RH<3,5-<Ufluorobe^^ 
methyl-N 3 ,N 3 -dipropylisophthalamide, 

N-{(lS,2R>H3,5^uorobenzyl>2-hydroxy-3-[P 
iodoben2yl)amino]propyl}^ 
25 yl)benzamide, 

methyl 4-({[(2R,3S)-4-(3,5-difluoiopheiiyl)-3-({3- 
[(dipropylamino)caibonyl]-5-methyIbenzoyl} amino)-2- 
hydroxybutyl]amino}methyl)benzoate, 

^•{(IS^m^HS^-dMuorobenzy^-hydroxy-S-^- 
30 methoxyethyl)amino]pro^ 

N^(lS,mHK3>5^uon>b<^l^^^ 
isoxazolylmethyl)amino]pr^ 

(lR^)-NM(lS^RH^3,5^uorob^ 
iodobenzyl)amino]piopyl}-N^^^ 
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N 3 <(lS^>K3,5^uoroben2yl)-2-hydroxy-3-{[(2S)-te^ 
furanylmethyl]ammo}prop^ 

N 1 -{(lS,2R)-l<3,5^uon)benzyl)-2-hydn)xy«3-[(2- 
methoxybenzyl)aminojpropyl}-^^ 
5 N ! -{(lS,2R)-l<3,5^uoiobenzyl)-2-hydn)xy-3-[(3- 
isopropylbenzyl)ammo]propy 

4^utyrylamino>N-{(lS;2^^ 
iodobenzyl)amino]pTopyl}benzainide, 

N^(lS£R)-3-[(3-ainin(^ 
10 hydit)xypropyl]-5-methyl-N 3 ^ 3 ^piopyUsopbthalamide, 

N 3 -[(lS,2R)-3<be^lamino)-^^ 
N 5 ^ 5 -dipropyl-3,5-pyridinedicaiboxamide 1-oxide, 

NM(lS^H<3>5^uorobenzyQ-2-^^^ 
iodobea^zyl)amino]propyl} -5-ethynyl-N 3 ,N 3 ^propylisoph1halainide, 
15 N 1 -{(lS,m)-H3,5KMuoroben^l>2-hydroxy04(7^xabic^^^ 
2-yImethyl)amino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophtbalamide, 

N^{(lS^R)-l<3,5^uorob^p-3-[(3^ynylbenzyl)ai^ 
hydroxypropyl}-5-methyl-N 3 ^ 3 ^pn)pylisophtimlamide, 

NV(lS,2R>H3>dffiuoi^ {[(2-methyl-l ,3-thiazol-5- 

20 yl)methyl]amino}propyl)-5-methyl-N ,N -dipropylisophtitialaiiiide, 

N^ClS^-l-frS-dffluorob^ 
yl)methyl]aiiuno}-2-hydroxypropyl)-5-methyl-N 3 ,N 3 

N l <(lS^H<3,5-difl™^^^ 
oxoazepanyl]ammo}propyl)-5-methyl-^^ 
25 ^-[(1 S,2R>3^cyclobutylaminoH^ 

5-methyl-N 3 ^ 3 -dipropylisophthalamide, 

^-[(lS^^^utylaminoH^ 
ethynyl-N 3 ^^^ 3 ^p^opyUsophthalamide, 

NM(lS,2RH<3,5^uoiobenzyl>3^ 
30 hydroxypropyl} -5-ethynyl-N 3 ^ 3 -dipropylisophthalainide, 

N 1 -[(lS,2R>l<3,5^uon)benzyl)-3<5-hexynylainmo)-2^ 
5-methyl-N 3 ^ 3 ^propylisophthalamide, 

N 3 <(lS,2R>H3>dffluon>b^ 
furyI)methyl]amino}pro^ 
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phenylethyl)amino]propyl} -N 5 ,N 5 -dipropylpentanedia2iiide, 

N^(lS,2R>l-(3,5^fluorobe^ 
2-hydroxypiopyl^^ 
5 N^(lS,2R>H3,5Kimuorob^ 
isoxazolyl)me1hyl]anmo}prop 

N^(lS,2RH-(3,5-dmuorobenzy^^ 
5-yl)methyl]amino}pn)pyl)-5Hne^ 

N-{(lS,2RH<3,5^uorobenzyl)^ 
1 0 hydroxypropyl} -3-[(dipropylanuno)sulfonyl]propanamide > 

N ! -{(lS^R>l-benzyl-2-hydn)xy-3-[(2-phenylethyl)an^ 
dipropylisophthalamide, 

N ! -((lS^R>l^enzyl-3-{[2<2-cmorophenyl)ethyl]amino}-2^ 
hydroxypropyl)-N 3 ,N 3 -dipropylisophflialamide, 
15 N^(lS,2RH-be^l-24iydroxy^^ 
pynt)Udinyl)propyl]amino}propy 

N 1 - {(lS^R>l-ben2yl-3-[(cyclohexylme1hyl)anm 
N 3 ^f 3 -dipropy]isophthalamide, 

N^(lS,2RH-benzyl4^^^ 
20 dipropylisophthalamide, 

N 1 - {( 1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(2-oxo-3 -azepanyl)amino]propyl} - 
N 3 JS[ 3 -dipropylisophthalainide, 

N-[(lS,2R)0-(be^lammo>l^ 
(butylsulfonyl)benzamide, 
25 NM(lS,2R>l-benzyl-3-({2-[@^ 
hydroxypropyl]-N 3 ^ 3 -dipropyIisophthalainide, 

N^ClS^H-benzyl^^^^ 
indea4-yl]amino}pn>pyl)-N^ 

N I -((lS,2R>l-benzyl-2-hydroxy-3-{[l-(4- 
30 hydroxyphenyl)ethyl]amino}pro^^ 

N l -[(lS,2R)-l-benzyl-3<^ 
dipropylisophthalamide, 

N l -{(lS^H-ben2yl-3-[ai,l , -b^ 
hydroxypropyl} -N^^propylisophthalarmde, 
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N 1 -{(lS^R>l-ben2yl-3-[(2-fluorobenzyl)amino]^ 
dipropylisophthalamide, 

N-{(lS^)-H3,5-difluorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)ammo]pro^^^ 
5 N-{(lS,2R)4^3,5Kiifluorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propy] } - 1-naphthamide, 

N 1 -[(lS,m)-l^benzyl-3<{2-[({5-[(dimetbylamm 
furyl}mefhyl)sulfenyl]ethyl} amino)-2-hydroxypropyl]-N 3 ,N 3 - 
dipropylisophthalamide, 
10 N 1 -[(lS,2R)-l^b6nzyl-3-({2-[(2-chloio-6- 

fluorobesnzyl)s\ilfanyl]etiiyl} amino>-2-hydroxypropyl]-N 3 ^ 3 - 
dipxopylisophthalamide, 

N^(lS 5 2R>3-[([l,l^biphenylM^^^ 
2-hydroxypropyl]-5-methyl-N 3 ^ 3 -dipropyUsophthalam 
15 N^(lS,2R)-H3,5-difluoroben^^^ 
5-methyl-N 3 JNf 3 -dipropylisophthalamide, 

N l -{(lS 5 2R>H3,5^uorobenzyl>2"hydioxy-3-[(lH-imito 
ylme1hyl)amino]propyl}-5-me1hyW 

N^ftlS^-l-frS-difluorobe^ 
20 5-yl)methyl]ammo}propyl)-5-meto^ 

N^(lS^)4^3,5-difluorobenzyl>2-hy<froxy-3-{[(l^ 
2-yl)methyl]amino}prc^yl)-5-m 

N^(lS,2R>3-{[(2^utyl^cMo^ 
difluorobenzyl)-2Thydroxy^^ 
25 N^(lS,2R)-3-{[(6^Moroiiiu^ 
(3,5^fluorobenzyl)-2-hydro^ 

N^(lS,2R)-l-(3,5^fluorobei^ 
benzimidazol-2-yl)me%^^ 

N^lS^RH^^difluoroben^^^ 
30 naphthyl)me1hyl]ainino}pro^^ 

N ! ^(lS,2R)-H3,5-difluorobe^ 
yl)methyl]amko}propyl)-5-methyl^^ 
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dihydro-lH-pyra2»l^ 
dipTopylisophthalamide, 

N^(lS,2R)-3-({[5-cyano^methy^ 
5 (3,5Ktifluorobenzyl)-2-hydroxypropyl]-5-methy 

[5<{[(2R,3S)^3,5^iflu^ 
methylbenzoyl} amino)-2-hydroxybutyl] amino } methyl)-2-furyI^ acetate, 

N^(lS,2R>3-[(l4)enzofu^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^propyUsophthalainide, 
10 methyl 4-({[(2R,3S>4-(3,5.di£luorophenyl)-3-({3- 

[(diprupylamino)carbonyl]-5-metbyIbenzoyl} amino)-2- 
hydro^butyl]amino}meth^^ 

N^lS^HW-dffluorobe^ 
pynol-2-yl]methyl}amino)pro^^ 
15 N^(lS,2RH~(3,5^uoroben^ 

yl)metbyl]aiitmo}propyl)-5-methyl-N 3 ,N 3 -diprop 

N4(lS,iR)-3-{[(^^ 
(3,5^iifluorobenzyl)-24iyd^ 

N^(lS,2RH^3>dffiuoroben^^ 
20 4-yl)methyl]amino}-2-hydrox^ 

N^KlS^^-fKS-cmoTO-S-methyl-l-phenyl^H-pyrazoM^ 
yl)methyl]amino}4^3,5-di^ 
dipropylisophthalamide, 

N^(lS,2R)-H3,5-diflro^ 
25 yl)methyl]ainino}propyl)-5-metty^ 

N4(lS^)-3-{[(5K;Uoro-2-t^ 
2-hydiX)xypropyl]-5-methyl-N 3 ^ 3 ^propyKsophthalamide, 

N^(lS,2RH^3,5^uoroben^^^ 
thienyl)methyl]amino}pro^^ 
30 N^(lS,mH<3,5-<iifhioio^^ 
q^olinylmethyl)amino]pr^ 

^-{(lS^l^^Kimuoroben^^-hydroxy-S-^ 
quinolinylmethyl)amino]pro^^ 
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yl)methyl]amino}pix)pyl)-5-m 

N^(lS;»>3-{[(l-benzyMH-^^ 
difluorobenzyI)-2-hydroxypropyl]-5-methyl^^ 
5 N^(lS^R>H3,5^uorobenzyl)-2-hydroxy-3-{[(l-me% 
yl)methyl]amino}piopyl)-5-methy^ 

N 1 -{(lS^)-K3,5^uoroben2yl)-2-hydro^-3-[({l-^ 
methylphenyl)sulfbnyl]-lH-M 
dipropylisophflialamide, 
10 N^(lS,m>3-{[(2-birtyWH-^^ 
difluorobenzyl)-2-hydroxy^^ 

methyl 3-({[(2R,3S)-4-(3,5-difluorophenyl>3-({3- 
[(d^ropylamino)carbonyl]-5-methyIbenzoyl} amino)-2- 
hydioxybutyl]amino}^^^ 
15 3-[({(lS,2R>l-benzyl-2-hy(koxy-3^ 

amino)carbonyI}-5-[butyl^ diethyl phosphate, 

N l - {(lS,2R)-l-benzyl-2-hydroxy-3-[(3»methoxybenzyI)amino]pro^ -5- 
(cyanomethyl^^^-dipropylisophthalaiiiide, 

N 1 - {(lS^R)- 1 -benzyl-2-hydroxy-3-[(3-methoxybe^ -5- 
20 (hy<hraymethyl)-N 3 ,N 3 Kfipr^^ 

N 1 - {(lS,2R)-l-ben2yl-24iy<to^ -5- 
ediynyl-N 3 ^ 3 ^propyKsophthalamide, 

NM(lS,2RH-benzyl-2-hydn>xyO^ 
dipropyl-5-prop-l -ynylisophthalamide, 
25 N l K(lS,2R>l-benzyl-2-hydroxy-3-{[3- 
(trifluoiome*hyl)bei^^ 

N l -{(lS^R)-l-benzyl-2-hydn)xy-3-[(3-iodobenzyl)amm 
ethynyl-^^-dipropylisophfhalamide, 

N^(lS $ 2R)-l-benzyl-3-[(3-fluoro^ 
30 etbynylrN 3 ^ 3 -dipropylisoph1halainide, 

N l -{(lS^>14>enzyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
N 3 ^ 3 KUpropyl-5^8^uinolinyl)isophthalamide, 

N 3 - {(lS;2R>l-ben2yl-2~hydroxy-3^ 
me^oxy-N 5 ^ 5 ^propyl[l,r-biphenyi>3,5"dicail)oxamide, 
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N 3 - {(lS^H-(3,5-dmuorobe^ 
methoxybenzyI)amino]propyl}-^^ 

N 3 -{(lS^)-l-benzyl-2-hydroxy-3-^^^ 
^N 5 ^propyl[lJ'-biphenyl]-3,5^caiboxanride, 

5 N 3 -{(lS^RH-ben2yl-2-ty^ 
[(dimethylamino)su^^ 

N 3 -{(lS;2R)-l-benzyl-24iydrc^ 
[(dimetliylamino)sulfo^ 

N 1 - {(1 S,2R> 1 -benzyl-2-hydioxy-3- [(3-me1hoxybenzyl)amino]propyl} - 
10 N 3 ,N 3 -<Upropyl--5-(3-thienyl)isophthalainide, 

N-{(lR^R)4<3,5^fluoiobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-3-^ 

N^hydroxybuty^^ 
methoxyber^l)amino]pn>py^ 
15 N l -{(lS,2R)-2-hydroxy-H4-hydroxybenzyl>3-[(3- 

methoxybenzyl)amino]propyl}-N 3 ^3-hydix)xypiDpyl)-5-methyl"N 3 -- 
propylisophthalamide, 

NMaS^R^-hyd^^ 
mdhoxybei^i)^ 
20 N^(lS^>l-b«^ 
hydroxypropyI)-5-methyl-N 3 ;^ 

^-((lS^RH-benzy^ 
methylphenyl)propyl]aii^^ 

N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-melhoxybenzyl)ai^ 

25 methyl-N^^^pj^yiisophtiialaiiiide, 
N- {(1 S,2R)-l-benzyI-2-hydroxy^ 
dioxo-2-pmpyl-54soindolinecaiboxainide, 

N-{(lR,2R)-l-benzyl-2-hydro^ 
bromo-5-methyIbenzamide, 
30 3-biomo-N-{(lS^H<3,5-difto^ 

methoxybenzy l)ammo]propyl} -5-methyIb enzamide, 

N 1 -{(lS^>l-beii2yl-2-hydroxy-3-[(3-methoxybenzy 

methyl-N^^^ppQpyjisQphtijaianude, 
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NM(lS^)-H3,5^iifhiorob<^ 

methoxybenzyl)ammo^ 

N 3 -{(lS^>l-benzyl-2-hydro^ 

methyl-N^l-dipropylisophthalamide, 
5 N-{(lS£RH-benzyl-2-hydro^ 
fiuyl)-5-metbylbenzamide, 

N-{(lS£R)-l-benzyL2-hydro^ 
3 ^5,5'-trimethyl-l ,1 '-biphenyl-S-carboxamide, 

S'-Acetyl-N-fClS^R^l-benzyl^hydroxy-S^CS^ 
10 metlioxyben2yl)amino]p^ 

N-{(lS^R>l-ben2yl-2-hydroxy-3-[(3-methoxybenzyl)a 
methoxy-5-methyl[l , 1 Mriphenyl]-3^arboxamide, 

N- {(lS,2R>l-beozyl-2-hydro^ -5- 
methyl[l,l f -biphenyl]-3-caiboxamide, 
15 N~{(1 S,2R> 1 -benzyl-2-hydroxy-3-[(3-methoxyben2yl)amino]propyl} -3- 

methyl-5-(2-thienyl)benzamide, 

N-{(lS,2R>H3,5^uorob^ 
amino]propyl} -3-methyl-5-(3-thieny])benzamide, 

N-{(lS 5 2RH<3,5-difhi^ 
20 propyl}-3-metliyl-5-(3-tMeayl)benzatiiide, 

N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxyben^ 
methyl-3-(3-thienyl)benzamide, 

N I -{(lS 5 2R)-l-Benzyl-2-hydtoxy-3-[(3-methoxybeiizyl)ax 
N 3 »N 3 J>I 5 JN 5 -tetrapropyIbenzeae-l ,3,5-tricart oxamide, 
25 N l -{(lS,2R>H3,5-MiiorobeD2yl)-3-[(3-e%Ibe^ 
hydroxypropyl}-N 3 ,N 3 ^propyIbei^^ 

Ethyl S-KKlS^RJ-l-benzyl^-hydroxy-S-KS- 
methoxybenzyl)amino]propyl} amino)caibonyl]-5- 
[(dipropylaiiiino)carbonyl]benzoate, 
30 N , -{(lS£R>2-Hydroxy4^ 
methoxybenzyl)amino]propyl}^ 

N^(lS;2RH-Benzyl-24iydro^ 
N 3 ^ 3 -dipropyi-5-{[(trifluoromethyl)sulfonyl]amm 
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5-Amino-N l -{(lS^R>l-ben2yl-2.hydmxy-3-[(3- 
methoxybenzyl)amino]propy 1} -N 3 ^ 3 -&propyKsophthalamide, 

N^(lS^RH-Benzyl-24iydioxy-^^^ 
N 3 ^ 3 ^piopyl-5-[(trifIuoroacetyl)amino]isoph^ainide, 
5 N 1 - {(1 S,2R)- 1 -Benzyl-2-hydroxy-3-[(3-m^ -5- 

[(methylsulfonyl)ammo]-N 3 ^ 

N l -{(lS^>l-Benzyl-2-hydroxy-3-[(3-meAoxybenzyl)amino]pro^ 
N 3 ,N 3 Kiipropyl-5-[(tMen-2-ylsuffi^ 

N 1 - {(1S,2R)-1 -Benzyl-24iydroxy-3-[(3-methoxybei^ - 
10 N 3 ,N 3 ^propyl-5-[(lMen-2-ylcarbonyl)amino]isophthalaniide a 

N l -{(lS^R)-l-Benzyl-2-hydioxy-3-[(3-methoxybenzyl)ar^ 
(methacryloylamino)-N 3 ,^^ 

N 1 - {(1S,2R)-1 -Benzyl-2-hydroxy-34(3^ -5- 
[(2,2-dimethylpropanoyI)amin^^ 
15 N^(lS£RH-Benzyl-2-hydroxy^^ 
[(phenylsulfonyl)amino]^^ 

N-{(lS;2R)-l-benzyl-24iydroxy-3^^ 
(methylthio)pentanamide, y 
* tert-butyl (2R,3S)-3-({3-[(dipitlpylamino)sulfon^ 

20 hydroxy^phenylbutyI(3-methoxybenzyl)caibamate 

N-{(lS,2R>l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm 
methyl-5-|jpropionyl(propyl)amino]benzamide, 

N- {(1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3 -methoxybenzyl)amino]propyl} - 1 - 
butyl-lH'indole-5-carboxamide, 
25 N- {(1S,2R)- l-benzyl-2-hydroxy-3-[(3-metho^ -3- 

bromo-5-methylbenzamide, 

N- {(lS > 2R)4-benzyl-2-hydit)xy-3-[(3-methoxybenzyl)an^ -3> 
[>utyl(propiouyI)amino]-5-methyIbenzamide, 

N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]pro^ 
30 methyl-l-propyl-lH-indole-6-caiboxamide, 

N- {(1 S£R>l-benzyl-24iy<hmy-3-^ 
(l-piopylbutyl^lH-mdole-e-caxboxaiidde, 

N^(lS^H-kenzyl-24iydroxy-3^^^ 
yl)methyl]amino}propyl)-5-meto^^ 
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hydroxypropyl} -N 3 ,N 3 -dipropyl-5- 
{[(trifluoromethyl)sulfonyl]amino}isophthd 

3-[({(lS^R>l-benzyl-2-hydroxy-3-[(3- 
5 mefhoxybenzyl)amino]propyl} amino)caibonyl]-5 - 
[(dipropylamino)carbonyl]benzoic acid, 

N^(lS^R)-H3,5-difhioro^ 
hydroxypropyl} -N 3 ,N 3 -dipropyl-5-prop- 1-ynylisophfhalamide, 

N- {(1 S ,2R)~ l-benzyl-2-hy<koxy-3-^ -2- 
1 0 (dipropylamino)isomco1inamide, 
N-{(lS,2R)-H3,S-d^^ 
iodobenzyl)amino]propyl} -2-hydroxy-2-(4-methylph6nyl)acetaniide, 

N l -{(lS^R)-lK3,5Hiifhiorobenzyl>2-hydroxy-3^[P 
iodobenzyl)amino]propyl} -4-hydroxy-N3-methylisophthalamide, 
15 N^{(lS,2R)-l-(3,5-difluorobenzyl)^2-hydroxy-3-[(3^ 
iodobenzyl)amino]propyl}-2-hydroxy-2-(4-methoxy^ 

5<aminosulfonyl)-N- {(lS,2R>H3,5Kiifluoroben2yl)-2-hydroxy-3-[(3- 
iodoben2yl)amino]propyl} -2-methoxybenzamide, 
N-{(lS,2R)-H3^<Muorobe^^ 
20 iodobenzyl)amino]propyl} 

N- {(lS,2R)-H3,5^uon)benzyl)-2-.hydroxy-3-[(3- 
iodobenzyl)amino]pro^ 

NM(13,2R>H3,5^fluorob^ 
methoxybenzyl)amino]propyty^^ 
25 dipropylisophthalamide, 

N l -{(lS^R)-K3,5^uorobenzyl)-2-hydroxy-3-[(3- 
methoxyben^l)amino]pn^^ 

3^cyclohexylcaibonyl)-N-{^ 
metboxybenzyl)amino]propyl} -5-methylbenzamide, 
30 N l -{(lS^)-K3 > 5^uorobenzyl)-2-hydioxy-3-[(3« 

methoxybenzyl)amino]propyl} -5-methyl-N 3 -propylisophthalamide, 

3-[cyclohexyl(hydro^^ 
hydroxy-3-[(3-me1hoxybenzyl)am^ 
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N x -{(lS^H^3,5^iiftaorobei^ 
hydroxypropyl}-5-(4-methyl-13^xazol-2-yl)-N 3 ) N 3 ^propylisophtMamide 

N 3 -{(lS^>H3,5^uorobenzyl)-3-[(3-ethylbenzyl)amino]-2- 
hydroxypiopyl}-N 5 ^ 5 ^propylpyridine-3,5-dicarboxamide, 
5 N 1 <(lS,2R)-l-(3,5-difluoroben2yl)-2-hydioxy-3-{[(3-isobutyl-l^,4- 
oxadiazol -5-yl)methyl]amino}propyl)-5-me^yl-N 3 ^ 3 ^pro^ 

N 3 -{(lS,m)-1^3,5-^uorobenzyl)-3-[(3-eliiynylbenzyl)amino]-2- 
hydroxypropy l}-N 5 ^ 5 ^propylpyridine-3,5-dicarboxamide, 

N 3 -{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydToxy-3.[(3- 
10 isopropyIbe^l)ammo]piopyl}-N 5 ^ 

N^lS^RH-aS-dmuorobenzyl)^-^^^ 
ynyl)ben^l]aiiuno}propyl)-5Htnethyl^ 

l-{3-[({(lS^)4-(3,5-dMuoroben2yl)-3-[(3-ethylbenzyl)ammo]-2- 
hydroxypropy l}aiidno)caibonyl]-5-methylbenzoyl}-L-prolinamide, 
15 ^-{(lS^-l-CS.S-difluorobenzylJ-S-KS-ethylbenzyOamino]^- 
bydroxypropy^-N^isopropyl-S-melhylisophthalamide, 

N 1 -{(lS,2R>l-(3,5-difluorobenjyl)-3-[(3^thyIbeiizyl)amiiio]-2- 
hydroxypropylJ-^-ethyl-^S-dimethyKsophthalamide, 

N 1 -{(lS,2R)-l<3 > 5^fluoiobenzyl)-3-[(3-e%lbenzyl)ai^oi-2-- 
20 hydroxypropyl} -N 3 ,5-dimethyl-N 3 -prop-2-ynylisophthalamide, 

N'-KlS^R^HS.S-^uorobeiizylJ-S-KS-ethylbenzyOaniino]^- 
hydroxypropyl}-N 3 -isobutyl-5-methylisophthalamide, 

N l -(sec-butyl)-N 3 -{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
e%Ibenzyl)ainino]-2-hydroxypropy^^ 
25 N^utyl-NMaS^RM^^uorob^ 
hydroxypropyl} -5-methylisophthalamide, 

N l -{(lS^R>l<3,5^fluoroben2yl)-3-[(3-e1hylbenzyl)ainiiio>2- 
hydroxypropyl} -N 3 JN 3 -diethyl-5-methylisophthalamide, 

N'-{(lS^>H3,5^uorobenzyl)-3-[(3^thylbeiizyl)aminoh2- 
30 hydroxypropyl} -N 3 ,5-dimethyl-N 3 -propylisophthalamide, 

N'-tClS^l^S^fluorobenzyO-S-KS-^ylbenzyOamino]^- 
hydroxypropyl} -N 3 -isopropyI-N 3 ,5-dimefliylisophfhalaniide, 

N t -buryl-N 3 -{(lS^)4-(3,5^uorobenzyl)-3-[(3-e%Ibenzyl)amu^^^ 
hydroxypropyl) -N\5shmethylisophthalamide, 



WO 02/02512 PCT/US01/21012 

520 

^-{(IS^RH^-^ifhorob 
hydroxypropyl} -N 3 -isobutyl-N 3 ,5^iimethyIisophthalamide, 

NM(lS;^H<3,5-difhioroben^^ 
hydroxypropyl} -N 3 -ethyl-5'methyI-N 3 -propylisophthalamide, 
5 NM(lS£R>l-(3,5^fluon*^ 

hydroxypropyl} -N 3 -ethyl"-N 3 -isopropyl-5-methylisophthalamide, 

N^-diaflyl-N^ClS,^^ 
2-hydroxypropyl} -5-methylisophthalamide, 

3^azepan-l-ylcaibonyl>N- {(lS,2R)-H3,5-difluorobenzyl)-3-[(3- 
10 ethylbenzyl)am ino]-2-hydroxypropyl} -5-methylbenzamide 

N-{(lS,2R)4<3,5^uoiobenzyl>3-[(3-ethylbenzyl)a^ 
hydroxypropyl} -3- [(4-hydroxypiperidin-l-yl)carbonyl]-5-inethyIbeDzamide, 

N-{(lS£R)-H3,5^fluorobenzyl)-3-K^^ 
hydroxypropyl} -3- [(34iy<froxypiperidin-l-yl)carto 
15 N^ftlS^H-frS^uoroben^ 

hydroxypropyl} ~N 3 ^ 3 -diisopropyl-5-methylisophthalamide, 

N^butyl-NMflS^RH^S-d^ 
hydroxypropyl} -N l -ethyl-5-methylisophthalamide, 

N^cyclopro^^ 

20 ethylbeiizyl)amino]-2«hydroxypropyl} -S-methyl-N^propylisophthalamide, 
l-{3-[({(lS,2RH<3 5 5^uorobe^ 
hydroxypropyl} amino^aibonyll-S-methylbenzoy^-D-prolinaiiiide, 

N'-cyclohexyl-tf-tflS^RH^^ 
ethylben2yl)amino]~ 2-hydix)xypropyl}-N\5-dimethylisophthalaiiiide, 
25 N 1 -((lS,2R>H3,5^ifluoiobenzyl)-2-hydroxy-3-{[l-(3- 
methylphenyl)cyclopiop yl]amino}p^ 

N 3 -[(lS^>l<3,5^uorobenzyl)-2*ydroxy-3-(l,2,3,4- 
tetrahydronaphthalen-1^ 
dicaiboxamide, and 
30 N-{(lS,2R)-H3>difluoiobei^^ 

hydroxypropyl} -3- {[(trifluoromethyl)sdfonyl]amino}benzamide. 

181. A method of treatment according to claim 1 80 where the substituted amine (X) 
is selected from the group consisting of: 
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N^lClS^-KS^^fluotobeozyO^-hydroxy^-KS- 
methoxybenzyl)ainino]piopyl} -5-mefliyl-N 3 ^[ 3 -dipropyIisophflialaniide, 

NM(lS;2R>H3,5^uorobe^^^ 
hydroxypropyl} -5~methyl-N 3 ,N 3 -*lipn^^^ 
5 N 1 - {(lS;2R)-14)enzyl-2-hydio^ - 

N 3 ^ 3 ^piopyUsophthalamide, 

N ! -((lS^R)-l-betizyl-2-hydroxy'3- {[2-(2- 
hydroxyethoxy)ethyl]amino}propyl)-N^^ 

N I -{(lS,2R)-3-[(2-aminobenzjd)amino]-l-benzyl-2-hydro 
10 dipropylisophthalamide, 

N^(lS^H4>enzyl-24iydro^^^ 
dipropylisophthalamide, 

N x -((lS^R>l-benzyl-2^hydn>xy-3-{[2- 
(trifluoromethoxy)benzyl]ami^ 
15 N l -{(lS;2RH-ben2ylO-[(3^ 
N 3 ^ 3 -dipropylisophthalamide, 

N^(lS;»)-l-ben^l-2-hyta^ 
(trifluoromethoxy)benzyl]am^ 

N^lS,2R)4-beazyl : 3 
20 N 3 ^ 3 -dipropylisophth^lamide, 

NM(lS^>l-benzyl-3-[([U'-b^^ 
hydroxypropyl} -N 3 ^ 3 -dipropylisophthalamide, 

N 1 -{(lS^R>l-benzyl-3-[(3,4^cWorobenzyl)amino]-2-hydro 
N 3 ^I 3 -dipropylisophfhalamide, 
25 N l -((lS,2R)-l-bCT2yl-2-hydit)xy.3^{[3- 
(trifluoromethyl)benzyl]am^ 

NM(lS)-l-ben2yl-2-hy<to^ 
dipropylisophthalamide, 

N^(lS^RH-benzyl-3-[(3,4^^ 
30 N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2RM-(3,5KHflucm>be^ 
mefhyl-2^xoethyl]amino}propyl)^^ 

N^(lS^R>H3,5^uorobenzyl)-2-hydroxy-3.{[(lS)-2^ 
l-methyI-2^xoethyl]amko}propyl>N^^ 
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N^(lS;2R>H3,5^fluorobe^ 
l-methyl-2K)xoethyl]ammo}pio^ 

N 3 -((lS^>l-(3,5^uorobenzyl)-2-hydiX)xy-3-{[(lS) 
l-methyl-2<>xoe1hyl]amino}propy])-N^^ 
5 N^(lS,2R)-H3,5-difluorobenzyl)-2-hydroxy-3-{[2<isobutyla^ 
dimethyl-2^xoethyl]amm^ 

N^(lS,2R>H3,5-<fcfluonto^ 
oxoethyl]amino}propy])-5-metiiyl-N 3 ,N 3 ^propyUsophthalamide, 

N^(lS,2RH<3,5-difhiorobe^ 
10 [(isobutylaniino)cafbonyl]propyl} amko)propyl]-5-methyl-N 3 ,N 3 - 
dipropylisophthalanride, 

N^(lS,2R)-H3,5-difhioi^^ 
[(isobutylamino)caibonyl]p^ 
dipropylisophtbalamide, 
15 N l -[(lS>2R)-3-(benzylamm 
methyl-N 3 ^f 3 -dipropylisophtiialamide, 
N^(lS^R>H3,5^uon>benzyl>2-^^^ 
oxopropy]]amino}propyl)-5~methyl^ 

N4(lS^>3-{[(lS)-l-be^I-2^ 
20 difluorobenzyl)-2-hydn>xypropyl]-5-methyl-N 3 ^ 

N4(lS,2R)-H3,5^uorobenzyl^ 
[(isobxitylamino)c^onyl]-2-metliylpropyl} ammo)propyl]--5-methyl-N 3 ^ 3 - 
dipropylisophthalamide, 

^-{(lS^RJ-KS^-dmuorobenzy^-hydroxy^-KS- 
25 pyridinyImethyl)amino]p^ 

N 1 -[(lS^)-3-{[(lS>l-[(ben^loxy)methyl]-2-(isobuty 
oxoethyl]amino}-1^3,5-difluorobenzy^ 
dipropylisophthalamide, 

N^1S;2R)-H3,5^uorobei^ 
30 phmylethyl)amino]propyl}-5-m 

N^(lS^H-(3,5^uoroben2^^^ 
[(isobutylamino)carbonyl]butyl} ainino)piopyl]-5-mettiyl-N 3 ^ 3 - 
dipropylisophthalamide, 
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N^as^-i^s-dm™ 

2-(isobutylamino)-2^^ 
dipiopylisophthalamide, 

N I -{(lS^)-lK3,5^uorobenzyl>2-hydn)xy-3'[(2- 
5 phenylethyl)amino]propyl}-^^^ 

N^(1S^> l-(3,5-difluorobea^ 
methyl-N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2R>3^cyclohexylaminoH 
S-methyl-^^-dipropylisophthalamide, 
10 N l -[(lS£R>3^utylan^ 

methyl-N 3 ,N 3 -dipropylisophthalaniide, 

^-{(lS^HS^^uorobenzy^-liydroxy-S-tCS. 
methoxypropyl)amino]ptt>pyl}^ 

(lR,3S)-5- {[(2R^S>4"(3,5-difluorophenyl)-3-({3- 
15 [(dipropylamino)(^bo 

cyclohexanedicaiboxylic acid, 

N^(lS,2R)-34([UM)iphe^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 -dipn>pyUsophtbdamide, 
. N^{(lSJZR)-H3,5^uoroben^l>2-hydio^ 
20 iodoben2yl)aiiiino]propyl^ 

N l -{(lS,2R)-H3,5^uorobenzyl)-2-hydroxy-3-[(3- 
methyIben2yI)amino]propyty^ 

N l -{(lS^R>H3,5^imuon)benzyl>2-hydroxy-3-[(2. 
phenylpropyl)amino]piopyl^^ 
25 N l -{(lS^R)4-(3,5^imuorobenzyl)-2-hydix)xy-3-[(l,3 
yImethyl)amino]propyI}-5-me^ 

N l -{(lS^R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(2- 
tMeaylmethyl)amino]propyl}-^^ 

N l -{(lS;2RHK3,5^uorobe^ 
30 tetrahydio-l-naphthalenyl)ai^ 

N l -{(lS^R)4K3,5^uorobenzyI>2-hydroxy-3-I(2- 
pyrazmylmethyl)amkofr^ 

^-{(lS^H^SKlifluorob^ 
hydK)xypropyl}-5-methyI-N 3 ^ 3 ^propyUsophthalainide, 
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N x K(lS;2R>M3,5-dmuoro^ 
(trifluoiome4hyl)benzyl] 

N 1 -{(lS^>l<3,5^uoroben^l)-2-hydn)xy-3-[(7-meth^ 
tetrahydro- 1 -naphthdenyl)amino]pn>pyl} -5 -methyl-^^-dipropylisophthalamide, 
5 N^ClS^^^^-difluorobenzyl^-hydroxy-S- {[3- 

(trifluorometboxy)ben^ 

NM(lS,2R>l<3,5^uoroben2yl^ 
hydroxypropyl} -5-methyl-N 3 JM 3 -dipropylisophthalamide, 

^-{(IS^R^HS^^uorobenzy^-hydroxy-S-tCS- 
10 isopropoxybenzyl)amino]pn>pyl}-5-me^^ 

N^(lS£R)-3-[(34)romobenzyl)a^ 
hy<froxypropyl]-5-methyl-N 3 ^ 3 ^propylisophthalainide, 

NM(lS^H^3,5^uorobenzyl)-2^^ 
tetrahydro-l-naphthalenyl)ai^ 
15 N^(lS£R)-3<beii2ylam™^ 
methoxy-N 3 ,N 3 -dipropylisophthaIamide 

N^(13^2R)-3-(benzylam™^ 
N 3 JW 3 -dipropylisophtlialamide, 

N^(lS30-3-(ben2ylamiM^ - 
20 cbloro-N'^propyHsophftataide, ' ■ . ^ 

N 3 -[(lS;2R>3-(benzylainm^^ 
N^N 5 -dipropyl-3,5^)yridinedicarboxainide, 

N^(lS,2R)-3^enzylami^^ 
fluoro-N 3 ^ 3 ^propyKsophthalamide, 
25 N^(lS£R>l-ben2yl-24iydro^ 
N3^3-dipropylisophthalamide, 

NM(lS;2R>H3,5^fluorobei^ 
methoxybenzyl)aiiaino]propyl} -N 5 ,N 5 -dipropylpentanediamide, 

N 3 -{(lS^)-H3,5^uoioben^ 
30 y!methyl)amino]pix>pyl}-N^ 

N-{(lS£R>H3,5-dffluorobet^ 
methoxybenzyl)amino]prop^ 

N^(lS^)-3^en2ylamino>^ 
(2-me^oxyethyl)-N 3 -pn>pylisophthalaraide, 
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N l - {(1 S^H-(3,5^uorobe^ 
naphthalenylammo]pro^ 

N^KlR^-tfrS-bisCtriflu^^ 
2-hydroxypropyl]-5-methyl-N 3 ^ 3 ^ 
5 N 1 <(lS,2R>l-benzyl-3-{[2-fluoix>-5<tiiQuorome%^^ 
hydroxypropyl)-N 3 ^ 3 -<tipropylisophthalamide, 

N^(lS^>l-benzyl-3-{[3-fluoro-5<trifluoiom 
hydroxypropylj-^^^propylisophthalamide, 

N 1 ^(lS,2R>l-benzyl-3-{[4-fluoro-3<trifluorome% 
1 0 hy<koxypropyl)-N 3 ^ 3 -dipropylisophthalamide, 
N^(lS;»M4)enzyl-3-{[4^Mo^^ 
hydroxypropyI)-N 3 ^ 3 HiipropyKsc^hthalamide, 

N 1 - {( 1 S)- 1 -benzyl-2^hydioxy-3-[(3~nitrobenzyl)ainino]propyl} -N 3 ,N 3 - 
dipropylisophthalamide, 
15 N l <(lS^>l-benzyl-3-{[3<^ 

hydroxypropyl)-N 3 ,N 3 -dipropylisophthalamide, 

NM(lS,2RH-ben^W-[(3-e^^^ 
dipropylisophthalamide, 
:;: ^-{(lS^RH-be^W-fp-bro^ 
20 hydroxypropyl}-N 3 ,N 3 ^propylisophthalamide, 

NM(lS;2RH<3,5^uorobei^^ 
hydroxypropyl}-5-me1hyl-N 3 ,N 3 ^ipropyUsophthalainide^ 

N^(lS£R)4<3,5^fluorobe^ 
25 hydroxypropyl}-5-methyl-N 3 ,N 3 ^propyUsophthalamide 9 

N 1 -{(lS^>H3,5Hjifluorobenzyl>2-hydioxy«3-[(2- 
phenoxyethyl)amino]propy^ 

N^(lS,2R)-H3,5^uon)ben2yl>2-hydioxy-3-{[(4-m 
yl)methy]]amino}propyl)-5-mefr^ 
30 N^(lS^>3-(benzylam^ 
methyl-N 3 -propylisophtfialainide, 

N 3 ^(lS,2R)-H3,5^uor^^^ 
(trifha>rome%l)b^ 
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N 3 -{(1 S^R)4^3,5Ktifluorobenzyl)-2-hydroxy-3-[(l-metiiyl-l - 
phenylethyl)amino]pn>pyl} -N^N 5 ^propyI-3,5-pyridinedicarboxamide, 

tetrahydio-1 -naphthalenyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropyIisophthaIamide, 
5 isomer B, 

^-{(1 S^R)4^3,5^fluorobenzyl)O-[(3-fuiylmethy0 
hydioxypropyl}-5-me%l-N 3 ^ 

NM(lS,2RH^3,5^fluorobenzyl^ 
ftiranylmethyl)aminofr^ 
10 N^(lS,mH<3,5Kiifluoixto^ 
propoxybenzyI)amino]propyl}-5-me^ 

N 1 -{(lS^R)-H3,5^miK>iobenzyl>2-hydroxy-3-[(2- 
pyridinylmethyl)amino]propy 

N^(lS,2R)-3^erizy]an}inoH-^ 
15 hydroxy^^-dipropylisophthalamide, 

N^ClS^RH^S^fluorobe^^ 
methylphenyl)ethyl]ainino}p 

N^(lS,2RH<3,5-dMuoro^ 
naphthalenylamino]propyl}-5-me^ 
20 N 1 - {(1 S£R)-H3,5-difluoroben^ 

hydroxypropyl} -5-methyl-N 3 ,N 3 ^propyIisophthalamide, 

N^(lS;2R)-3-{[2K;MoK>-5<t^^ 
difluorobenzyl)-24iydroxypiopyl]^^^ 

NM(lS,2RH-(3,5^ifluoroben^ 
25 metiiylben2yl)amino]p^ 

SKMoro-N^CiS^RH^S^uoro^^ 
phenylettiyl)amino]propyl} -N 3 ,N 3 -diprDpyUsophlhalainide, 

N 1 -[(lS,2R>3-{[(lR)4<3-bromophenyl)ethyl]ainino}-l^ 
difluorobenzyl)-2-hydiox^ 

30 

N 1 -{(lS^R>H3,5simuorobenzyl>2-hydroxy-3«[(3- 
hydroxybenzyl)amino]^ 

N^(lS,2RH-benzyl-2-hydroxy^ 
cyano-N 3 ,N 3 -dipropylisophthalamide hydrochloride, 
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N l - {(1 S,2R)- l-benzyl-2-hydroxy-3-[(3-methox^ - 
N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaiboxamide, 

S^aminosulfcrayl^^^ 
methoxybenzyl)amino]prc^yl} 
5 N l -{(lS£R)-l-benzyl-2-hyd^^ 
N 3 ^ 3 niipropyl-5-(l-pyiToHd^ 

N l -{(lS^R>l-benzyl-2-hydmxy-3-[(3-methoxybe^ 
[(methylamino)sulfonyl^^ 

N l - {(1 S,2R)- 1 -b enzyl-2-hydroxy-3 -[(3-methoxybenzyl)ainino]propyI} -5 - 
1 0 [(dimethylammo)sulfo^ 

N-{(lS;2R>l-ben2yl-2-hydro^ 
[(dipropylaiiiino)sulfonyl]propanaiiiide, 

N-{(lS^R>1^3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]piopyl}-5-^^ 
15 N-{(lS^R>l-(3,5-difluorobenzyl).2.hydroxy-3-[(3- 
iodobenzyl)amino]prc^ 

N l -{(lS,2R)-l-ben2yl-2-hydroxyO-[(3-metiioxybei^ 
ethyl-N 3 ,N 3 -dipropylisophthaIaniide, 

20 tert-butyl-N 3 ,>^Hiiprapyl^ 

N 1 - {(1 S,2R)-l-benzyl-2-hydroxy-3-[(3^ -5- 
cyano-N 3 -propylisophthalamide, 

N^(lS,2R)-H3,5-difluorob^^ 
methoxybenzyl)amino]propyl}^^ 
25 N-{(lS,2R>H3,5-difluorobenzyl)-2-hydroxy.3-[(3- 

methoxybenzyl)amino]propyl} - 1 -propyl- 1 H-mdole-6-carboxamide, 

N^lS,2R)-H3,5-difluorob(^ 
hydroxypropyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 
N^(lS^R)-34(3-aiirinobe^ 
30 hydroxypropyl]-5-methyl-N 3 ^ 

N 3 -[(lS£RH^3>dffluorobenzyO^^^ 
(trifhioromethyl)phenyl]ethyl}aiiiino)piop 
pyridinedicaiboxamide, 
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N^(lS,2R)-H3,5^uorobe^ 
dihydro-lH-mden-l-yl^ 

N l -{(lS^)-l^,5-difhion)ben2ylW 
ylamino]-2-hydroxypropyl} -5-me<hyl-N 3 ^ 3 Hlipropylisoph1lialanride, 
5 5^Moro-N^(lS,2RH<3,5^uorobe^ 
phenylethyl)amino]piopyl}-N 3 ,^^ 

N 3 -{(lS^R>H3,5-dmuorobenzyl>2-hydroxy-3-[(l- 
phenylcyclopentyl)amin^^ 

N l <(lS,2R>H3,5^uoroben^ 
10 hydroxypropyl)-5-metbyI-N 3 ^ 3 ^propyUsophthalamide, 

N^(lS,2R)-H3,5^uorobenzy^^ 
ftuyI)methyl]ainino} -2-hydroxypropyl)-5-metb^ 

N^{(lS^R>l-(3,5-difluorobenzyl)-2-.hydroxy-3-[(l- 
phenylcyclopentyl)ammo]pro 
15 N 1 -{(lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl}-N^ 5 ^^ 

N 3 -{(lS,2R)4^3,5^ixorobenzyI)-2-hydroxy-3--[(l- . 
phenylcyclopropyl)amino]prop 

N^(lS,2R>H3,5^uorobe^ . 
20 furanylme1hyl]amino}pr^ 

N l -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
isopropenylbenzyl)amino]^^ 

N I -{(lS^R^H3,5-dmuorobenzyl)-2^ydrDxy^3^(2- 
propoxyethyl)amino]pi^ 
25 N 1 -[(lS^R)-H3,5^uoroben2yl)-3-(bexylamino>2-hy(to 
methyl-N 3 ^f 3 -dipropyIisophthalamide, 

N-{(lS^R>H3,5-difluoiobenzyl)-2.1iydroxy-3-[(3- 
iodobenzyl)amino]propyl}^3-mefo^ 
yl)benzamide, 

30 methyl 4.({[(2R a 3S>4-(3,5-difluorophenyl)-3-({3- 

[(dipropylamino)caibonyl]-5-methyIbenzoyl} amino)-2- 
hydroxybutylJaminolmetiiyQbeatizoate, 

NM(lS^H^3,5^uorobemyi>2-h^^ 
metlioxyethyl)amino]propyl}-5-me^^ 
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N^(lS£R)-H3,5^uorobe^^ 
isoxaz»lylmethyl)am^ 

(lR,2R)-NM(lS£RH<3,5^fhioro^ 
ibdobenzyl)amino]pn>pyl}-^^ 
5 N 3 K(lS,2R>H3,5^uoiobenzyl>2-hydroxy-3-{[(2S>te^ 
fiumylmethyl]amko}pro^^ 

N 1 -{(lS,m)-H3,5^uorobenzyl)^2-hydn)xy-3-[(2. 
methoxybenzyl)aminofr^ 

N ! - {(lS,2R)4-(3,5-difluorobenzyl>2-hydix)xy-3-[(3- 
10 isopropylben2yl)amino]propyl}-5-mefo^ 

N 3 -[(lS,2R)-3-(benzylaitm^ 
N 5 ^ 5 ^propyl-3,5-pyridinedicarboxamide 1-oxide, 

NMaS^RH^-dmuoro^ 
iodobenzyl)amino]propyl}-5-ethy^^ 
15 N^(lS;2RH^3,5^fluorobenzyl>^^^ 
2-ylmefryl)amino]piopyl}-5-me^ 

NM(lS£RH-(3,5-dmuorobcm^^ 
hydroxypropyl}-5-methyl-N 3 ^ 3 -dipropyUsophthalamide, 
N^(lS,2RH-(3,5Kiifluorobe^ 
20 yl)methyl]aniino}propyl>5-me%^ 

N^ftl S,2RH^3,5^fluorobe^ 
yl)methyl]ainino}-2-hydroxypK)pyl)-5-methyl-N 3 ,N 3 ^ 

N^(lS£R)-3^uiylamino)-^^ 
ethynyl-N 3 ^ 3 -dipropylisophthalamide, 
25 NM(lS,2R)-l-(3>difluorob^ 
hydioxypropyl}-5^tIiynyl^ 

N^(lS£R)-l-(3,5Klifluorobe^ 
5-methyl-N 3 4^ 3 -dipropylisophthalainide, 

N 3 K(lS,2R>l<3,5^uorobenzyl>2-hydroxy-3-{[(5-methy^ 
30 furyl)methyl]amino}pn^^^ 

N^(lS^H^3>difluoro^^ 
phenylethyl)airrino]propyl}^ 

N l ^(lS;2RH<3^fluon*^ 
hydroxypropyI)-5-methyl-N^ 
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isoxazolyl)methyl]ammo}pn^ 

N^(lS^R>H3,5^uorobenzyl)-2-hydn)xy'3-{[(2-isobu^ 
yl)me<hyl]amino}propyl)-5-m^ 
5 N-{(lS,2RH<3,5^uorobenzy^ 

hydroxypropyl} -3-[(dipropylamino)sulfonyl]propanamide > 

N^(lS,2R)-3-[([UMHphen^^^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^pmpylisoph1halamide 3 

NM(lS,2R)-l-(3,5^uorobenzy^ 
10 ylmethyl)amino]piopyl}-5Hmethy^ 

N^tflS^H^SKliftooro^ 
5-yl)methyl]amino}propyl>5-me^^ 

N^(lS,2R)-3-{[(2-butyl^Moi^ 
difluorobenzyl)-24iydroxypro^ 
1 5 N l -[(1 S,2R)-3-( {[5K:yanO'6-(methylsul^yl)-2-pyridiQyl]methyl} amino)- 1- 

(3,5-<MuorobeiizyI)-24iydrox^ 

[5-({[(2R,3S>4-(3,5-<fcfluor^^^ 
methylbenzoyl}amino)-2-hydro^ acetate, 

N l -[(lS,2R)-34(l-beiiz^^ 
20 hydroxypropyl]-5-methyl^^ 

methyl 4~({[(2R,3S)-4-(3,5-difl™ 
[(dipropylamino)caibonyl]-5-methylbenzoyl} amino)-2- 
hydroxybutyl]amino} methyl)-l-methyl- lH-pyrrole-2-carboxylate, 

N^QS^RH-frS^uorobenzy^^^ 
25 yl)methyl]amino}propyl)-5-m^^^ 

N x -[(lS^R>3-{[(5^hloro-2-thieDyl)methyl]anm 
24iydioxypropyl]-5<nethyl^ 

N l <(lS,2RH^3,5^uoroben2y^ 
yl)metiiyl]amino}propyl)-5-m^^ 
30 N l -[(lS,m>3-{[(l-benzyl4H-mdolO-yl)me%l]anm 
difluorobenzyl)-24iy<^ 

N^lS^H^S^fluorob^Q 
yl)metiiyl]amino}propyl)-5-me^ 
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N l -[(lS^>3-{[(2-b^ 
difluorobenzyi)-2~hy^ 

methyl 3-({[(2R,3S>4-(3,5-difluon)phenyl)-3-({3- 
[(dipropylamino)carbonyl]-5-methyIbenzoyl} amino)-2- 
5 hydroxybutyl]amino}methy^ 

N 1 - {(1 S,2R)-1 -benzyl-2-hydioxy-3 -[(3-methoxybenzyl)amino]propyl} -5- 
(qranomethyl)-N 3 ^ 3 ^propylisophthalamide, 

N^(lS,2R)-l-benjzyl-2-hydroxy-34^ 
(hydroxymethyl)-N 3 ,N 3 -&^^ 
10 N 1 - {(lS,2R)44>en2yi-2-hydroxy^^^ -5- 

ethynyl-N 3 ,N 3 -^propylisophthalamide, 

N^tflS^-l-beiizyW 
dipropyI-5-prop-l-ynylisophthalamide, 

N 3 - {(lS^R)4-benzyl-2-hydroxy-3-[(3-methoxybenzyl)aiim -4'- 
15 methoxy-N 5 ^f 5 -dipropyl[l ,l-biphenyl]-3,5-dicarboxaiiiide hydrochloride, 

N 3 -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3- 
methoxybenzyl)amfoo]propyty 

N 3 -{(lS,2RH-benzyl-2-hydro^ 
N^-dipropyitljl'-bipheayll-S^-dicarboxaiiiide, 
20 N 3 -{(lS,2R)4-benzyl-2-hydroxy-3-[(3-methoxybenzyl)am 

[(dimethylamino)sulfonyl]-N 5 ,N 5 -dipropyl- 1 , 1 -bipheny 1-3,5-dicarboxamide, 

N 3 -{(lS^R>l-benzyl-2-hydroxy-3-[(3-iodobenzyl)amino]prop 
[(dimethylamino)sidfonyl^ 

N-{(lR^R>H3,5-dfluorobenzyl>2-hydroxy-3-[(3- 
25 methoxybenzyl)amino]propyl} -3-methyl-5-pentanoylbenzanride, 

N l -{(lS^R)-2-hy<toxy-l-(4-hydroxybenzyl)-3-[(3- 
methoxybenzyl)amino]pn^ 
propylisophthalamide, 

^-{(IS^^hydroxy^^hydroxybenzyQ^-lCS- 
30 methoxyben2yl)amino]propyl} -5-m^hyl-N 3 ^I 3 "dipropylisophthalamide, 

N 1 - {(1 S^)-l-ben2yl-2-hydroxy-3-[@^ 

methyl-N 3 ^ 3 ^lipropylisoph1halamide, 
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NMClS^H^S^uorobei^ 
methoxyben2y!)amino]propyl} -4-methyl- N 3 ,N 3 -dipropylisophthalamide, 

N 1 - {(lS^>l-Benzyl-2-hydroxy-3^ - 
N 3 ^sf 3 ^f 5 ^[ 5 -tetrapropylbenzene-l ,3,5-tricaiboxamide, 
5 NM(1S^HK3>5-Dmuoroben^ 

hydroxypropyl} -^^-dipropy lbenzene- 1 ,3,5-tricarboxamide, 

ethyl 3^[({(lS,2R)-l-beiizyl^hydroxy-3-[(3- 
methoxybenzyl)ainino]propyl}ammo)caibonyl]-5- 
[(dipropylamino)catbonyl]benzoate, 
1 0 N l - {(1 S,2RH-benzyl-2-hydroxy-3-[(3-me^^ 

N 3 JN 3 ^iipropyl-5-{[(t^ 

5-amino-NM(lS,2R>14)e^ 
methoxyben2yl)amino]propyl}^ 

N l - {(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin -5- 
1 5 [(methylsulfonyl)an^ 

N l - {(1 S 5 2R>l-benzyl-2-hydroxy-3-[(3-me^^ - 
N 3 ,N 3 ^ipropyl-5-[(thien-2-ylsulfonyl)amino] 

N 1 - {(lS£R)-l-ben2yl-2-hydroxy-3-K^^ - 
N 3 ,N 3 -dipropyl-5-[(thieri-2fylcarbonyp 
20 N 1 -{(lS,2R)4-benzyl-2-hydroxy-3-[(3-methoxybe^ 
(metiiaciyloylamino)-N 3 ^ 3 ^propyUsophthdamide, 

N 1 -{(lS^R>l-Benzyl-2-hydroxy-3-[(3-methoxybei^ 
[(phenylsulfonyl)ami^ 

N-{(lS,2R)-l-benzyl-2-hycto^ 
25 (methylfhio)pentanamide, 

3-amino-N-{0 
methoxybenzyI)amino]propyl} -2-methylbutanamide, 

N-{(lS,2R}4-benzyl-2-hydro^ 
ethylhexanamide, 
30 N-{(lS,2R)-l-benzyl-2-hydroxy-3^ 
[(isobutylsulfonyQaminojpropanainide, 

N 1 - {(lS 5 2R>H3,5-dmiiorobenzyl)-2-hydn)xy-3«[(3- 
iodobenzyl)amino]propyl}-N^ 
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54>romo-N^(lS^)-H3,5^uotobe^ 
iodobenzyl)ammo]propyl}^ and 

N l -{(lS^R)-l-(3,5-difluorobenzyl>2-hydroxy--3-[(l- 
phenylcyclopropyl)amino]propyl}-5-me^^ 
5 N^(lS,2R)44>emzyl-2-hydio^ 
yl)methyl]amino}propyl)-5-methyl-N^ 

NM(lS^)-H3,5^uoiobe^l>3^^ 
hydroxypropyl}-N 3 ,N 3 -dipropyl-5- 
{[(trifluoromethyl)sulfonyl]amino}isophfha^ 
10 3-[({(lS,2R)-l-benzyl-2-hydroxy-3^[(3- 
methoxybenzyl)amino]propyl} amino)caibonyl]-5- 
[(dipropylamino)carbonyl]benzoic acid, 

N^KlS^RH^S-dfflu^ 
hydroxypiopyl}-N 3 ,N 3 ^propyl-5-piop-^^ 
15 N-{(lS,2RH<3,5^uorobenzyl)-2~^^^ 
pyl}^hy<froxy-3^ynoMn4-ylca^ 

N-{(lS,2RH^3,5-difluorobei^ 
pyl}-24(methylsulfonyl)amino]^^ 

N l -{(lS,2R)4-(3,5^ub^^ 
20 methoxybesnzyl)amino]propyl}^ 

N l -{(lS,2R)4-(3,5^uorobenzyI)-2-hydroxy-3-[(3- 
methoxyben2yI)amino]propyl} -5-methyl-N 3 -propylisophthalamide, 

NM(lS,2R>H3,5^fluoroben^^^ 
hydioxypropyl}-N 5 ^ 5 ^propylpyri^ 
25 N ! <(lS,2RH-(3,5^uoroben^ 
oxadiazol -5-yl)methyl]aniino}propyl)-5-m^ 

N 3 -{(lS£R>H3,5KUfluorob^ 
hydroxypropy 1} ~N 5 ^ 5 ^propylpyridine-3 ,5-dicarboxamide, 
N 3 -{(lS,2R>l.(3,5-dmuorob^I>2-hydn)xy-3-[(3- 
30 isopropyfoenzyl)ammo]piopyty 

^((lS^l-aS^fluorob^^ 
ynyl)benzyl]amino}propyl)-5-me^ 

1-{34({(1S,2R>H3,5^^^ 
hydroxypropy 1} amino)carbonyl]-5-methyIbenzoyl}-L-prolinamide, 
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NM(lS,m>l<3,5^uorobenzyl)^ 
j hydroxypropyl} -N 3 4sopropyl-5-methyUsophtiialainide 5 
N^(lS,2RH^3,5^uon>benzyl)-3-[(3^ 
hydroxypropyl} -N^ethyl-^jS-dimetfaylisophthalamide, 
5 N 1 -{(lS^R)-l-(3,5^fluoroben2yl)-3-[(3-e%lbenzyl)a^ 
hydroxypropyl} -N 3 ,5Hlimethyl-N 3 -piop-2-ynylisophthalamide, 

NM(lS^R>H3,5Kiffluoroben^ 
hydroxypropyl} -NMsobutyl-5-methylisophthalaraide, 
N^sec-butyl)-N 3 -{^ 
10 ethylben2yl)ammo]-2^ 

N 1 -butyl-N 3 -{(lS,2R)4-(3,5^uorobenzyl)-3-[(3^%lbe 
hydroxypropyl}-5-methylisophtha!ainide 5 

NM(lS,2R)-l-(3,5^uoroben^ 
hydroxypropyl} -N 3 ,N 3 -diethyl-5-methylisophthalamide, 
15 N^lS,2RH^3,5Klifluoiobenzyl^ 

hydroxypropyl} -N 3 ,5-dimethyl-N 3 -propylisophthalamide, 

NM(lS,2RH^3,5^uorobenzyl)-3-[^^ 
hydroxypropyl} -N 3 -isopn>pyi-N 3 ,5-dimethyhsophthalamide, . 
N l -butyl-N 3 -{(lS£R>l-^ 
20 hydroxypropyl} -N^S-diinethyhsophthalamide, 
N^(lS£R>H3,5^uorobei^l>3-K^ 
hydroxypropyl} -N 3 -isobutyl-N 3 ,5-dimethylisophthalamide, 

N 1 -{(lS > 2R>H3 > 5^iiorobenzyl)-3-[(3^thylbenzyl)am 
hydroxypropyl} -N 3 ^thyl-5-me1hyl-N 3 -propylisophthalainide, 
25 N 1 -{(lS^)4-(3,5HMuorobenzyl>3-[(3-ethylbeir^ 

hydroxypropyl} -N 3 -ethyl-N 3 4sopropyl-5-methylisophthalamide, 

N^N^allyl-NMClS^^ 
2-hydroxypropyl}-5-methylisophthalamide, 
3^azepan4-ylcarbonyl)^ 
30 ethyIben2yl)amino]-2-hydroxypropyl} -5-methyIbenzamide 
N-{(lS^H<3,5-dffluorob<^l^ 
hydroxypropyl} -3- [(4-hydroxypiperidin-l -ylJcarbonylJ-S-methylbeozamide, 

N-{(lS^>H3,5^uorobenzyl^ 
hydroxypropyl} -3- [(3-hydroxypiperidin- l-yl)carbonyl]-5-methyIbenzamide, 
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N l - {(lS,2R>l<3,5^uorob<^ 
hydroxypropyl} -l^,N 3 ^sopropyl-5'methyUsophthalainide, 

N l 4nityl-N 3 -{(1S^)4^3,^ 
hydroxypropyl} -N^thyl-S-methylisophthalamide, 
5 N l -(cyclopropylme^ 
ethylbenzyl)amino]-2-hychoxy^^ 

N l ^clohexyl-N 3 -{(lS£RH^3,5^^ 
ethyIbenzyl)amino]- 2-hydroxypropyl} -N 1 ,5nlimethylisophthalainide s 

N^(lS,2R>l<3,5-^uorobenzyl)-2-hydroxy-3-{[H3- 
1 0 methylphenyI)cycloprop yl]amino}propyl)-5Ha^thyl-N 3 ^ 
and 

N-{(lS;2R>H3,5H3ifluorobenzy^ 
hydroxypropyl} -3- {[(trifliaoromethyl)sulfonyl]amino}benzamide. 



15 1 82. A method of treatment according to claim 1 45 where the substituted 

amine (X) is selected from the group consisting of: 

N- {(1S,2R> l-ben2yl-2-hyto 
methyl-5-(2-propylpeotanoyl)benzamide, 

N-{(lS^H<3,5-dmuorobei^ ^ : 
20 hydroxypropyl}-3-(2-efliylpentanoyl)-5-methylbenzamide, 

N- {(1S>2R)-1 -ben2yl-3-[(3-ethyIben2yl)amino]-2-hydroxypropyl} -3-methyl- 
5-(2-propylpentanoyl)benzamide, 

N-{(lS,2RH-benzyl-3-[(3-ethynylbe^ 
methyl-5-(2-propylpentanoyl)benzainide, 
25 N-{(lS,2R)-H3,5-<hfluoroben2yl)^3-[(3-ethylbenzy0 
hydroxypropyl} -3-(2-ethylbutanoyl)-5-methylbenzamide, 

N 1 - {( 1 S^)4 -benzyl-34(3^thyIbenzyl)amino]-2-hyd^ -5-(2- 
propylpentanoyl)isophthalamide, 

N-{(lS^)4-benzyl-3-[(3^thyIbenzyl)anrino]-2-hy^ 
30 ethylpentanoyl)-5-methylbenzamide, 

NM(lS,2RHK3,5-difluorober^ 
hydroxypropyl} -5-(2-propylpentanoyI)isophthalamide, 
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N l -{(lS,2RH^3,5-dm™^^ 
methoxybenzyl)animofc^ 

N-[(lS,2R)-3-[(3.e£hylbenzyl)amino]-2-hyte 
hydroxybenzyl)propyl]-3-methyl-5-^ 
5 N-{(lS 9 2R>H3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)ammo]pro^ 

N-ftlS^RH-^S-difluoro^ 
hydroxypropyl} -3-methyl-5-(2-propylpentaiioyl)benzanude, 

N^(lS^)-l-(3,5^uorobenzyl)-2-hydIOxy-3-{[3-(3- 
10 pyridinyl)ben2yl]amino}propyl)--5-methyl- N 3 ,N 3 -dipropyhsophthalamide, 
n!-((1 S,2R)-l-(3,5-difluorobenzyl)-2-hydioxy-3- {[3-(4- 
pyridinyl)benzyl]amino}propy^^^ 

Nl-{(lS,2R>H3,5-dmuorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amiiK)]p^ 
15 NM(lS£R)-l-(3,5-difluorobei^ 

hydroxypropyl}- ^^.(jipj^pyi.s^i.p^pynyi^sophthalamide, 

NM(lS;2R)-l-(3,5-difluorobei^ 
hydroxypropyl}- N3 > N^-dipropyl-5-(2-propynyl)isophthalamide, 
N l "{(lS^R)-H3 5 5-difluoroben2yl)-2-hydn)xy-3- 
20 methoxybenzyl)amino]propyl}- N3,N3-dipropyl-5-{2-propynyl)isophthalamide 5 
NM(lS;2R)-l-(cyclohe^ 
methoxybenzyl)ainino]propyl}-5-methyl- N 3 ^Nf 3 -dipropylisophthalamide, 

N 1 -[(lS,2R)-3-(benzylamino)-2-hydroxy-l-(3-tbienylm^ 
methyl- N 3 ,N 3 -dipropylisophthalamide 9 
25 N l -[(lS,m)-2-hydroxy-3-[(3-methoxybenzyl)ainino]-l-(2- 
tHenylme%l)pn>pyl]-5-m^ 

N!-{(lS)-14(lR)-2-(ben2ylamino>l-hydroxyethyl]-3-^^ 
dipropyl- 1 ,3 ,5-benzenetricarboxamide, 

N^lS,2R)-2-hydroxy-3-[(3-me^^ 
30 thieaylmefiiyl)propyl]-5-methyl- N 3 ,N 3 -dipropylisophthalainide, 
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N 1 -[(lS 5 2R>3^en2ylammo>2-hydroxy-l<2-thi^ 
methyl- N^^^^propylisophthalamide, 

NM(lS^>l-(3-furylmet^^^^ 
methoxybenzyl)amino]propyl} -5-methyl- N^^-dipropylisophthalamide, 
5 N 1 - {(1 S,2R>3-(benzylamino)-l -[4^enzyloxy)ben2yl]-2-hydroxypropyl} - 

N^jN^ -dipropyl- 1 ,3,5-benzenetricarboxamide, 

N 1 - {(lS^R)-H2-fuiylmethyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-5-me^^ 

Nl-[(1 S£R)-3-(beiizylamino)- l-(cyclohexybnethyl)-2-hydroxypropyl]-5- 
10 methyl- N^^^gpropyiisQphthalamide, 

N 1 -{(lS,2R>2-hydroxy-l-(4-hydroxybenzyl)-3-[(3- 
mefhoxybenzyl)amino]propyl}-5-me&^ 

N 1 -[(lS,2R>3-(benzylamino)-2-hydn)xy-l-(l-iiaphthylme^ 

N^JN^-dipropyl-l^^S-beiizraetricaAoxanude, 
15 23,5-tridedxy-3-({3-[(dipro^ 

[(3-methoxybenzyl)araino]-l-S-phenyl-l-thio-D-eiythi^ 

N4(iS^ 
methyl- N3^N3_ ( jip r0 pyii SO p] 1 ti 1 alaimde, 

N!-((lSH-{(lRH-hydroxy-2-P^ 
20 methylbutyl)-5-methyl- N^,N3-dipropylisophthalamide, 

N 1 -[(lS,2R)-3-(benzylammo)-l-(4-fluoroben2yl)-2-hyd^ N 3 ^J 3 - 
dipropyl-l,3,5-b«i2metricaiboxamide, 

N 1 -{(lS > 2R)-l-(4-fluoit)benzyl)-2-hydroxy^^[(3- 
methoxybenzyI)amino]propyl}-5^^ 
25 N 1 -[(lS,2R>3-(benzyiamino)-l-(2-furylmethyl)-2-hy^ 
methyl- N 3 ,N 3 ^propylisophthalamide, 

Ni-tClS^^-hydn^xy-S-KS-mettoxybenzy^amino]--!^!- 

naphthy!methyl)propyl]-5-methyl- N 3 ^3^p r0 pyHsophthalamide, 

Nl-{(lS>l-[(lR)-2^eiizylamino)-l-hydroxyethyy 
30 dipropyl-l^,5-bea2»iietricaiboxaniide, 
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NM(lS^H-[4-(ben^^ 
mdhoxybenzyl)amino]propyl}-5--niethyl- N^3-dipropyhsophthalamide, 

-[(1 S ^)-3-(benzylamino)-2-hydroxy- 1 -(4-hydroxybenzyl)propyl] -5- 
methyl- N^^^-dipropylisophtfaalamide, 
5 N^lSH4(lR)-l-hytay-2^^ 
5-methyl- N^N^-dipiopyhsophthalamide, 
N^lS)-l-{(lR)-l-hydroxy-2-[^ 
N 3 ,N3-dipropyl-l ,3 ,5-benzenetricarboxamide, 
5-(benzylamino)-23,5-trideoxy^ 
10 methylbenzoyl} amino)- 1 -S-phenyl- 1 -thio-D-erythro-pentitol, 

NM(lS£R)-l-[4-(beii2yto^^ 
methoxybenzyl)amino]propyl} - N^^^iip r0 pyi.i ,3,5-benzenetricaiboxamide, 

N^(lS;2R)-3-(benzylamino)-2-hy 
N3,N3^propyl-13,5-benzenetricarboxamide, 
15 N^(lS£R>2-hydpxy-3-[(3-meto^^ 

naphthylmethyl)propyl]- N^JN^-dipropyl- 1 ,3,5-benzenetricaiboxamide, 

NM(lS)-l-[(lR)-2-(bei^la^^ 
methyl- N^^-dipropylisophthalamide, 

Ni-KlS^-l^-fluorobenzyl^-hydroxy-S-KS- 
20 methoxybenzyl)amino]propyl} - ,N3-dipropyl- j ,3, 5-benzenetricarboxamide, 

N^lS£R>3-(ben2ylaini^ 
dipropyl-1 ,3,5-ben2^netricarboxamide, 

N^lS)-l-{(lR)-14iydroxy-2^ 

methylbutyl)- ^^-dipropyl-l^^-beiiT^etricarboxamide, 

25 N4(lS,2R>3-(benzylam^ 

methyl- N^,N 3 -dipropylisophthalaiiiide, 

N!-[(lS;2R)-3-(benzyl^^ 
dipropyl-l^,5-benzen^ricarboxamide, 

N 1 -{(lS^R>2-hydn>xy-l-(4-hydroxybenzyl)-3-[(3- 

30 methoxyben2yl)amino]propyl} - N3^3.^p r0 pyi«i > 3 > 5Jben2^etricarf>oxamide > 
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N^l S£R)-3-(benzylamino)^ 
methyl- N^^-dipropylisophthalamide, 

NM(lS£R>l-(cyclohexyta^ 
methoxybenzyl)amino]propyl}. N 3 ,N 3 ^propyl-l^^ 
5 N 1 -[(1 S^)-3<beinzylamino)-2-hydroxy- 1 -(2-thienylmethyl)propyl]- 

N3^3^p r0 pyl.l j 3 > 5.ben2metricaiboxamide, 

NM(lS,2R>H 3 -fuiylm^ 
methoxybenzy])amino]pro^ 

Nl-{(lS^R)-3-(benzylamino>l-[4-(ben2yloxy)benzyl]-2^^^ 
1 0 5-methyI- N 3 ^Nf 3 -dipropylisoph1halamide, 

NM(lS£R>l-(2Kfuryta^^ 
methoxybenzyl)amino^ 

Ni-tClS^-S-Cbenzylamiiio^-hydroxy-l-CS-thien^^ 
N 3 ,N 3 -dipropyl-l,3,5-benzenetricaiboxamide, 
15 N^lS;2R)-2-hydroxy-3-[(3^^ 
thienylmethyl)propyl]- N 3 ^ 3 ^pro^ 

NM(lS>H(lR>2-(ben2ylamm^^ 
N 3 ,N 3 -dipropylisophthalamide, 

N^lS£R)-2-hydroxy-3-[(3^^ 
20 thienylmethyl)propyl]- N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaiboxamide, 

N^fClS^^KcyclohexylmethyO^-hydroxy-S-KS- 
methoxybenzyl)amino]propy]} - N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaiboxamide, 

N^lS£R>2-hydiT>xy-3-[(3^ 
tttenylmethyl)propyl]- N 3 ^ 
25 N!-[(lS£R>2-hydroxy-3^ 

thienylmethyl)pix>pyl]- N 3 ,N 3 ^piopyl-l,3,5-beaizenetricaiboxainide, 

Nl.{(lS,2R>H2-fuiylme%l>2-hydroxy.3-[(3- 
methoxybenzyl)amino]pro^^ 
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NM(lS,2R)-l-(3-fu^^ 
methoxybeiizyl)amino^ 

NM(lS,2R)-2-hydroxy-l-^^^ 
methoxybenzyl)amino]propyl}-N 3 ^ 
5 N^(lS>l.{(lR>l-hydroxy-2-[(3-methoxybenzyl)^ 
methylbutyl)- N^^3 K iip ro pyi.j > 3 j 5.b enzme tri car b oxam i ( i ej 

NM(lS£RH^4-fluorob^ 
methoxybenzyl)amino]propyty^ 

N 1 -[(1 S^R)-2-hydroxy-3-[(3-methoxybenzyl)amino]-l -(1 - 
10 naphthylmethyl)propyl]- N 3 ^ 3 niipK)pyl-l,3,5-benzenetricarboxamide, 

N 1 -{(lS^R>l-[4^enzyloxy)ben2yl>2-hydro 
methoxybenzyl)amino]propyl}rN^ 

NM(lS^)-24iydroxy-H3-^^ 
methoxybenzyl)amino]pn>pyl}^ 
15 NM(lS£R)-3-[(3-ethylben^^ 
(hydroxymethyl)benzyl^^ 

NM(lS£R>24iydioxy-l-^^^ - 
iodobenzyl)amino]propyl}-5-methyl^^^ 

Nl-{(lS,2R)-2-hydroxy-l-[4^hydroxymethyl)bei^ 
20 io<tobenzyl)amino]piopyl^ 

NM(lS£R)-3-[(3-ethylbe^ 
(hydroxymethyl)benzyl]pro^^ 

Nl-{(lS^>2-hydroxy^l-[4-(hydroxymethy^ 
methoxyben2yl)amino]piop^ 
25 NM(lS,2R>H3-fluon>-5-ty^ 
methoxybenzyl)amino^ 

N^tClS^^-KS-ethylbenzy^aininol-l-CS-fluo 
hydroxypropyl]-5-methyl-N 3 ^ 
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NM(lS^)-H3-fluon>-5-hydtt^ 
iodobenzyl)amino]propyl} -5-methyl-N3^3^propylisophthalamide, 

NM(lS£RH-[3-(b(m^loxy}-5^^ 
ioctobenzyl)amino]propyl}-5-m^ 
5 ^-{(lS^H-P^enzy^ 

methoxybenzyl)aminofr^ 

N-{(lS,2R)-l-[4-(benzyloxy^^ 
methoxybenzytyano^^ 

Nl-{(lS^R>l-[4.(benzyloxy)benzyl]-2-hydroxy^ 

10 methoxybenzyl)ammo]pro 

34(dipropylamino)s^^ 
methoxybenzyl)ammo]-l ^l-n^hthybnethyl)propyl]propanainide, 

N4(l S,2R)"2-hydroxy-3-[(3-methoxybenzyl)amino]-l-(l - 

naphthylmethyl)piopyl]- NS^-dipropylpentanediamide, 
15 3-[(dipropylamino)sulfonyl]-N--{(lS,2R)-l -(4-fluorobenzyl>2-liydroxy-3- 

[(3-methoxyben2yl)amino]propyl}propanamide, 

NM(lS,2RH<4-fluoroben^ 
methoxybenzyl)ainino]propyl} - N^^-dipropylpentanediamide, 

3-[(dipropylamino)sulfonyl]-N-{(lS,2R)-2-hy(froxy-H4-hy 
20 [(S-methoxybenzy^aminolpropylJpropanainide, 

N 1 - {(lS^)-2-hydn)xy-l<4-hydroxybenzyl>3--K3- 
methoxybenzyl)amino]propyl} - N^ 3 N 5 -dipropylpentanedianiide, 

34(dipK>pylamino)s^ 
methoxybenzyl)amino]propyl}propanainide, 

25 N 1 -{(lS^)4^2.furylmethyl)-2-hydroxy-3-[(3- 

methoxybenzyl)ainino]propyl}- N 5 ^-dipropylpentanediamide, 

3-[(dipropylan^^ 
methoxybenzyl)amino]propyl}pTopanamide, 

N^KlS^^^-furylmethyO^hydroxy-S-KS- 

30 methoxybenzyl)amino]propyl} - N^^propylpentanediamide, 
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3-[(dipropylamino)sulfonyl]-N-[(l S;*R)-2-hydroxy-3-[(3- 
methoxybemyl)amino]-H2-thienylmethyl)p^ 

NM(lS£R)-2-hydroxy-3-[(3-meto 
thiCTiylnietiiyl)piopyl]- NS^^propylpemtanediamide, 
5 3-[(dipropylanmo^ 

methoxybenzyl)amino] - 1 -(3 -thienylmethyl)propyl]propanami(ie, 

N 1 -[(lS,2R>2-hydroxy-3-[(3-methoxybenzyl)amino]-l-^ 

fhienylmethyl)propyl]- l^^-dipropylpentanediamide, 

N«{(lS,2R)-l-(3,5-difluoiobenzyl)-2-hydroxy-3-[(3- 
10 methoxybenzyl)aini^^ 

methylbenzamide, 

N-{(lS^R)-H3,5-difluorobenzyl>2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}-3-{[(2S)-l -ethylpyrrolidinyl]carbonyl}-5- 

methylbenzamide, 
15 N-{(lS^R)-lK3,5-dmuorobenzyl)-2-hydroxy-3-[P 

methoxybenzyl)amino]propyl}-3-[(l-e1hyl-lH-iiru 

methylbenzamide, 

N-{(lS^R>H3,5-dMuorobenzyl)-2-hydroxy-3-[(3- 

me11ioxyben^l)am^ 
20 methylbenzamide, 

N^(lS,2S>l<3,5-difluoroben2yl)-2-hyd^oxy-2-{l-[(3- 
methoxybenzyl)airdno]cyclopmpyl}etbyl>5-methyl- N 3 ,N 3 - 
dipropylisophthalamide, 

N^aiS^l^-difluorobenzylH-fl-KS- 
25 ethylbCTzyl)amino]cyclopropyl} -2-hydroxyethyl)-5-methyl- N 3 JSf 3 - 
dipropylisophthalamide, 

(lR£R,3R>NM(lS,2R)-H3,5KMuoro^ 
methoxybenzyl)anrino]propyl}^ 

(!R£R3R)-NM(lS,mH^3,5-difl^^ 
30 melhoxybenzyl)amino]propy]}-3^)henyl- N 2 ,N 2 -dipropyM,2- 
cyclopropanedicaiboxamide, 

(lR^R,3R)-N 1 -{(lS^>H3,5^uorobenzyl)-2-hydro 
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methoxybenzyl)amino]propyl} -3-methyl- N 2 ,N2-dipropyl- 1 ,2- 
cyclopropanedicarboxamide, 

(lR,2R,3S)-Nl.{(lS^H3,5^fluorobenzyl)-2-hydroxy-3 
methoxybenzyl)amino]propyl}-3-methyl- N 2 ,N 2 -dipropyl- 1 ,2- 
5 cyclopropanedicaiboxamide, 

(lR^R,3S)-Nl-{(lS^R>l-(3,5^fluoioben2yl)-2-hydro^ 
methoxybenzyl)amino]propyl} -3-phenyl- N 2 ,N 2 -dipiopyl-l,2- 
cyclopropanedicaiboxamide, 

(1R,2R,3S)-NM(1S,2R>H3,5^™^^ 

10 methoxybenzyl)amino]propyl}- N 2 ^ 2 ^propyl-l,23^yclopropane1ricarboxamide, 

(lR^3S)-3^2-amino-2^xoe%^^ 

hydroxy-3-[(3-methoxyben2yl)amm^^ 
cyclopropanedicafboxamide, 

(lR,2R,3R)-3-(2-ainino-2^xoe^^ 

15 hydroxy-3-[(3-methoxybenzyl)amino]propyl}- N 2 ,N 2 -dipropyl-l,2- 

cyclopropanedicaiboxamide, 

(lR£R,3S)-N-{(lS,2Rfl-fr^ 

methoxybenzyl)anmo]prop^ 

methylcyclopropanecaiboxamide, 
20 (lR,2R,3R)-N-{(lS^R)-l-(3,5^uorobenzyl)-2-hydroxy^ 

methoxybenzyl)amino]propyl} -2- [2-(dipropylamino)-2-oxoethyl]-3- 

methylcyclopropanecarboxamide, 

(lS^R,3R)-N.{(lS^R>H3,5^uoicbenzyl)-2-hydmxy-3^0 
methoxybenzyl)amino]propyl}-2-[2-(^^ 
25 phenylcyclopiopanecarboxamide, 

(lS^3S)-N^{(lS^R>H3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
methoxyben2yl)amino]propyl}-2-[2^dipropylamin 
phenylcyclopropanecarboxamide, 

(1S^R,3R)-NM(1S,2RHK3,5^™ 
30 methoxybenzyl)amino]propyl}-3^^^ 
cyclopropanedicaiboxamide, 
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methoxybenzyl)ammo]pro^ 
cyclopiopanedicaiboxamide, 

Nl-{(lS,2R)-H3,5^uorobenzyl>2-hydioxy.3.[(3- 
5 methoxyben2yl)amino]propyl}- N^S.&propy]^. 
{[(trifluoromethyl)sulfonyl]amino}isophtiialaim 

NM(lS,2RH^3,5^uorob(myl)-3-[(3^^^ 
hydroxypropyl} - N 3 ,N 3 -dipropyl-5- 
{[(trifluoromethyl)sulfonyl]amino} isophthalamide, 

10 N 1 -{(lS,2R>l-benzyl-3-[(3^thylben2yl)amino]-2 N 3 ,N 3 - 

dipropyl-5-{[(1rifluorome^ 

Nl-{(lS,2R>l-(3,5^uorobenzyl)-3-[(3^%lbenz^^^ 

hydroxypropyl} -5- {methyl[(tri^ 
dipropylisophthalamide, 

15 NM(lS,2RHK3,5^fluorob^ 
methoxybenzyl)amino]propyl}-5-{mefr^ 

N 3 J^ 3 -dipropylisophthalamide, 

NM(lS,2RH^3,5Kiifto^ : "■ : . 

methoxyben2yl)amino]propyl}- N 3 ,N 3 -dipropyl-5- 
20 {propy][(trifluoromethyl)sulfonyl]amino}isophthd 

NM(lS,2R)-M3,5^uoroben^ 

methoxyben2yl)amino]propyl}-54(^ N 3 ,N 3 - 
dipxopylisophthalamide, 

Nl-{(lS^R)-l-(3,5-dmuoiDbenzyl)-2-hydroxy-3-[(3- 

25 methoxyben2yl)amino]propyl}-5-[^ 
dipropylisophthalamide, 

N-{(lS^R>lK3,5^ifluorobenzyl>-2«hydroxy>3-[(3- 
isopropylbenzyl)amino]propyl}-3-[^^^ 
N-{(lS,2RH<3,5^Iifluoiobei^ 
30 hydroxypropyl} -3-[((Kpropylamino)sulfonyl]propanamide, 
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N-((lS,2R>l-(3,5^uoTob£myl)-3-{[3^dimethylamino)beiizyl]ainm 
hydroxypropyl)-3-[(dipropylainiiio)sulfonyl]propanamide, 

N-((lS^R>l-(3,5-difliiorobenzyI)-3-{[(2-ethyl-l > 3-tbiazol-5- 
yl)methyl]amino}-2-hydroxypropyl)-3-[(dipropylamino)su^ 
5 N-KlS^^l-CS.S^uorobe^l^-hydroxy-S-tKl-isobutyl-l^-fbiazol-S- 
yl)methyl]ammo}propyl)-3-[(dipiopylaniino)sulfonyl]propanamide, 

N-((lS^R>l-(3,5-di£luorobenzyl)-2-hydioxy-3-{[(3-isobutyl-5- 
isoxazolyl)me1hyl]amino}propyl)-3-[(dipn)pylamino)siilfon^ 

N-[(lS^R>3-[(3-cyclopropyIbenzyl)amko]-l-(3,5-difluorobeiizyl)-2- 
1 0 hydroxypn)pyl]-3-[(dipropylamino)sulfonyl]propanainide, 

N^lS;2R)-3-[(3^yclopiopyIbenzyl)ai^^ 
hydroxypropyl]-5-methyl-N^^3. ( ^ ro pyii SO pi 1 thalamide, 

N^(lS^R)4^3,5-difIaorobeIl2yl>2-hydroxy-3-{[3-(l,3-tbiazo]-2- 
yl)ben2yl]amino}propyl)-5-methyl-N 3 ^ 3 -dipropyIisophlhalamide, 
15 N!^(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[3-(l,3-oxa2ol-2- 
yl)boizyl]amino}propyI)-5-methyl-N 3 ^ 3 ^propyUsophtbalamide, . 

N^tClS^RH-fCS-acetylbenzyOaminol-l^S-difluorobenzyl)-^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^propyUsophthalainide, , .} :^i-v > 

Ni-KlS^RH-tCS-acetylbenzylJaminol-HS.S-difluorobenzyl)^- 
20 hydroxypropyl]-N 3 ^3^p r0 pyi.i > 3 > 5.b enzem etricarboxamide, 

N 1 -[(lS,2R)-3^(3-acetylbenzyl)amino]-l-(3 > 5-difluorobenzyl)-2- 
hydroxypn>pyl]-5^aminosidfonyl)^ 

N 1 ^(lS,2R)-3-[(3-acetylbenzyl)amino]-l-<3,5-difluorobenzyl)-2- 
hyciioxypropyy-S^methylsulfonyQ-^^HKpropyKsophthalamide, 
25 N^lS^)-3-{[3<dietoylamino)be^^ 

hydroxypropyl]-5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N!-((lS^R)-l-(3,5-difluorobenzyl)-2-hydioxy-3-{[3-(4- 
moipholinyl)benzyl]amino}propyl)-5-me^ 

Nl^(lS^R>l-<3^-di£lu{m)b8nzyl)-2-hydroxy-3-{[3-(l- 
30 piperazinyl)be^l]amko}propyl>5^^^ 
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N^lS£R)-3-{[3<aminosulfo^^ 
hydroxypropyl]-5-methy^^^ 

Nl-[(lS^R>l-(3,5-difluorobenzyl>3<{3- 
[(dimethylamino)sulfonyl]benzyl}ainin 
5 dipropylisophthalamide, 

N^lS£RH^3,5KKfluorobe^ 
piperidiBylsulfonyl)benzyl]ainino}propyl)-5-m 

N!-((lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-{[3- 
(methylsulfonyl)ben^ 
10 N!-((lS£RM-(3,5-difluoro^ 
(isopropylsidfonyl)benzyl]aii^^ 

N^(lS,2R)-3-{[3<anunoca^ 
hydroxypix>pyl]-5-methyl-N 3 ^ 3 -dipropyUsophthalamide 5 

Nl-[(lS,2R)-l-(3,5-difluorobenzyl>3-({3- 
15 [(dimethy!amino)caibonyl]bei^ , 
dipropylisophthalamide, 

N^lS£R)-34(3^yanobe^ 

hydroxypropyl]-5-me%l-N^ 

3<{[(2R,3S)^(3,5^fluorophenyl)-3-({3-[(dipropylamin 
20 methyIben2x>yl}amino)-2-h^^ 

3-( {[(2R,3S>4-(3,5-difluorophenyl>-3-( {3-[(dipropylamino)caibonyl]-5- 
methylbenzoyl} ainino)-2-hydroxybutyl]ainiiio}methyl)pheayl dimethylcarbamate, 

N^lS^H<3,5-difhiorobe^ 
propynyl)benzyl]amino}prop 
25 N^lS£RH^ 3 ,5^fluoix>ben^^ 
butynyl)benzyl]amino}propyl>^^ 

Nl»((lS^R>lK3,5^uoiobenzyl)-2-hydroxy-3-{[3-(2- 
propynyl)benzyl]amino}propyl)-5-^^ 

N^(lS^>l<3,5^uorobenzy0-2-hydroxy-3-{[3-(5-isobuty^l,3 ^ 4- 
30 oxadiazol-2-yl)me%l]amino}pn)pyl>5-me&yl-N 3 
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Nk(lS,2R)-H3,5^uo^^ 
yI)me&yl]amko}-2-hy^ 

Nk(lS£RH<3,5^uorobenzy^ 
methyl]amino}-2-hydrox^^ 
5 Nk(lS£R)4-(3,5^uorob^l)-2^^ 
tMadiazol-2-yl) methyl]ami^ 

N^lS^H^ 3 ,5^uorobenzyl)-3-P 
methyl]amino} -2-hydroxypropyl)-5-mefhyl-N 3 JS^-dipropyHsophthalainide, 

N^lS^)-M3,5^uoroben^ 
1 0 thiadiazol-5-yl) methyl]amino}propyl>5-methyl-N 3 ,N 3 -dipropyIisophthdamide, 

N^lS£R)-H3,5-dmuorob 
oxadiazol-5-yl) methyl]amino}prop^ 

N^lS£R)-l-(3,5^uorobe^l>3^ 
methyl]amino}-2-hydrox>^^ 
15 NkClS^RH-ftS^ 
yl)me1iiyl]arriino}-2-hydro^ 

N^lS,2R>l-(3,5Kiifluorobe^ 
yl)me%l]amino}propyl)-5-me% 

N^lS,2RHK 3 >5^ffluorob^l>2-hy^^ 
20 oxadiazol-2-yl)methyl]amino}p^^ 

N^lS£RH-(3,5^uorobenzy^^^^ 
tMadiazol-2-yl)methyl]am^^ 

N^lS,2R)-H3,5^uoroben^ 
yl)methyl]ainino}-2-hydroxypropyl)-5-melhy^ 
25 N^lS;2R)-H3,5^uorobe^ 
yl)methyl]ammo}-24iydroxy^ 

N^lS,2RH-( 3 ,5^uoix>be^ 
yl)metfiyl]aniino}-24iy<to^ 
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N^lS,2RHK3,5Kiffliwroben2yl)-3^^ 
yl)me&yl]ammo}-2-hydroxypropyl)-5-m 

N^lS^H< 3 »5^uorobemyO-2-hydimy-3-{[(3^ 
thiadiazol-5-yl)me%l]amino}ptopyty^^ 
5 NM(lS^R>H3,5Kimuoroben^I)-2-hydroxy-3-{[(3-isobutyI-l,2,4- 
oxadiazol-5-yl)methyl]aiiiino}propyl)-5-^ 

N!-((lS,2R)-H3,5-difluorobeiizyl)-3-{[(2-ethyl-2H-te(xaazol-5- 
yl)me&yl]ainino}-2-hydroxypropyl)-5-me^ 

N 1 <(lS,2R)4<3,5^uorobenzyl>2-hydroxy-3-{[(24sobutyl-2H-tetraazol- 
10 5-yI)methyl]amino}propyl)-5-methyl-N 3 ,N 3 -dipropylisophthalai]iide, 

N 1 -((lS^R)-l-(3,5-difluoroben2yl)-3-{[(2-ethyl-4- 

pyrimidinyl)methyl]aniino}-2-hydroxypropyl)-5-methyl-N 3 ^ 3 - 
dipropylisophthalamide, 

Ni^lS^-l-CS.S-difluorobmsyO^-hydroxy-S-^-isopropyl-^ 
1 5 pyrimidinyl)methyl]amino}propyl)-5-me^ 

Nl-((lS^R)-l-(3,5-difluorobenzyl)-3-{[(2-ethynyl-4- 

^^y^X^).2^^y^5.m^i. N 3 ,N 3 - 
dipropylisophthalamide, 

N^lS£R)-H3,5^uorobei^^^ 
20 pyrimidinyl)methyl]anm^ 

Nl-[(lS,2R)-l-(3,5-(tifl™^^^ 
pyrimidinyljmethyl} amino^-hydroxypropyll-S-methyl-N^^. 
dipropylisophthalainide, 

Nl-[(1 S^RH^3,5Kiifluoroben^ 
25 pyrimidinyljmethyl} amino^-hydroxypropylJ-S-methyl-N 3 ^ 3 - 
dipropylisophthalamide, 

Ni-KlS^H^S^uorob 

pyrimidinyljmethyl} amino)-2--hydroxypropyl]-5-methyl-N 3 ,N 3 - 
dipiopylisophthalamide, 
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N^lS£RH-(3^^uoiobei^^^ 
pyrinndinyl)methyl]amino}p^^ 

Nk(lS^R)-lK3,5^uoiobeiizyl>3-{[(4-e&yl-2- 
pyrimidinyl)methyl]ainino} ^-hydroxypropy^-S-methyl-N^^. 
5 dipropyhsophthalamide, 

Nk(lS^)-lK3,5-dmuorobenzyl>3-{[(5-efliyl-3- 
pyridazinyl)methyl]ainino} -2-hydroxypropyl)-5-methy 1-N 3 ,N 3 - 
dipropylisophthalamide, 

N 3 ^(lS,2RH-( 3 ,5^uoiobenzyl)-3^ 
10 hythraypropyl^N^S^pj^^ 

N^lS^HW^fluorobenzyl)^-^^^ 
pyrida2rinyl)methyl]amino}propyl)-5-^ 

N 3 ^(lS^)-H3,5^fluorobenzyl)-2-hydroxy-3-{[3-(l- 
propynyI)benzyl]amino}propyl)-N^ 
15 N^(lS;2R)-l-(3,5^uorobe^ 
pyridazmyl)methyl]amm^ 

N 3 - {(iSj2RM^3,5^ub^ 
hydroxypropyl}- N^S-dipropyi^^pyn^^ 

Ni-CClS^R^KS^-difluorobenzylVS-IKe-ethyl^ 

20 pyridazinyl)methyl]amino} -2-hydroxypropyl)-5-methyl-N 3 ^[ 3 - 
dipropylisophthalamide, 

N 3 -{(lS,2RHK3,5-dmuo^ 

isopropyIbenzyl)amino]propyl}-N5^ 

N^(lS,2R).K3,5-^fluorobenzyl)-3-{[(6-ethyl-2- 

25 pyraziay I)methy 1] amino } -2-hydroxypropy l)-5-methy 1-N 3 ,N 3 - 
dipropylisophthalamide, 

N 3 -{(lS,2RH-(3,5^uorob€my^ 
hydroxypropyl} -N^N^^lipropyU^^ 

N^lS,2R>H3,5^uoioben2yl)^ 
30 pyrazinyl)methyl]ammo}pi^ 
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N 1 -[(lS^>2-hydroxy-3-[(3-methoxybenzyi)a^ 
trifluorobenzyl)pro^ 

N^lS,2R)-2-hydroxy4^3A5-tr^^ 
(trifluon>methyl)benzyl]ai^ 
5 N^lS,2R)-2-hydroxy4<23,5,6^^^ 
(trifluoromethyl)bem^ 

N^lS,2R)-2-hydroxy-3-[(3-methoxybe^ 
tetrafluorobenzyl)pix>pyl]^ 

Nk(lS^M^3,5^uorobenzyl)-2^^ 

10 methoxy-2,3-dihydro-lH-inden-l-yl^ 
dipropylisophthalamide, 

N^lS,2RH<3,5Himuorobenzyl^^^ 

methoxy-2,3^ydro4H-mden-l-yl]an^ 
benzenetricarboxamide, 

15 N^lS,2RH<3,5^uorobemyl) T 3-{[(^ 

dihydro- lH-inden- 1 -yl] amino} -2-hydroxypropyl)-5-metiiyl-N3 9 N 3 - 
dipropylisophthalamide, 

N^lS^)-H3,5^uorobe^ 

diby(to-m-inden-l-yl]aniino}-2-hydroxyprop 
20 benzenetricarboxamide, 

NM(lS;2R)-24iydroxy-Hl^^ 
methoxybenzyl)amino]pTopyl}-5-me^ 

N^[(lS^R)-3-[(3-ethylbenzyl)amino]-2-hydroxy4 
ylmethy^iopyy-S-methyl-^^^pippyHsophthalamide, 
25 N^lS,2R)-24iydbx>xy-3-[(3^^ 
methylbenzyl)propyl]-5-me%^ 

Ni-fClS^^-hydroxy^^CS-methoxybenzyOainmol-HS- 
methyfoenzyl)pn>pyl]-N 3 ^ 3 ^^ 

N 1 -{(lS^R>2-hydroxy-3-[(3^ethoxybenzyl)ai^ 
30 (trifluorome%l)benzyl]propyl^ 
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N 1 - {(1 S^>2-hydroxy-3-[(3-methoxybenzyl)ainino]-l -[3- 
(trifluoiometoyl)benzyl]propyl}-N 3 ^ 

Ni-KlS^R^-hydroxy-S-KS-methoxybenzyOaraino]-!^- 
pyridinylmethyl^ropylJ-S-methyl-N^^KHpropylisophthalamide, 
5 N^lS^)-2-hydtoxy-3-[(3-mrthoxybenzyl)a 
pyridinylmefliyl)?^^^ 

NM(lS£RH-[3-fluoro-5-(trifluoro^^^ 
metbx>xybenzyI)amino]propyl}-5Hmethy^ 

Ni-fClS^RVl-p-fluoro-S-CtrifluoromethyObenzylJ^-hydroxy-S-KS- 
1 0 methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l ,3,5-benzenetricaiboxamide, 

N 1 -{(lS^R>2-bydiDxy-3-[(3-methoxybenzyl)amino]-l-[3- 
(trifluoK>methoxy)ben2yl]pr^ 

N 1 -{(lS^R>2-hydroxy-3-[(3-methoxybenzyl)amino]-l-[3- 
(trifluorome1hoxy)benzyl]propy]}^ 
15 N 1 -{(lS^R>2-hydroxy-l-(3-hydroxybenzyl)-3-[(3- 
methoxybeaizyl)amino]propyl}-5-methyl-N 3 ^ 

Ni-CaS^R^-hydroxy-HS-hydioxybenzyl^-KS- 
methoxybenzyl)amino]propyl} - N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricaiboxaniide, 

N^KlS^R^-hydroxy-S-KS-metboxybenzy^amino]-!^- 
20 methylbenzyl)piopyl]-5-methyl-N 3 ^ 3 ^propylisophthalamide, 

Ni-KlS^O^-hydroxy-S-tCS-methoxybeanzy^ammo]-!^- 
methylbai2yl)pn^yl]-N 3 ^ 3 siipiopyl-l J 3,5-benzenetricaiboxamide, 

NM(lS,2RH-(4-fluoro-3-methyIbe^^^ 
methoxyben2yl)amino]propyl}^ 
25 NM(lS,2R)-l-(4-fluoro-3-methylbe^ 
methoxybenzyl)amino]pn)pyl}-N 3 ^ 3 ^^ 

Nl-{(lS^R)-l-(4-cbJorobenzyl)-2-hydroxy-3-[(3- 
meihoxybenzyl)amino]pK^yl}-5Hnethyl-^^ 
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N 1 -{(lS^R)-l-(4-chloiobenzyl)-2-hydioxy-3-[(3- 
methoxybe^IJaminoJprc^yty-N^S^propyi-^^ 

NM(lS^)-2-hydroxy-l-(3-mefcoxy^^ 
methoxybenzyl)amino]pix>pyl}-5-methyW 
5 N^KlS^^-hydroxy-HS-methoxybenzyO-S-KS- 

methoxybenzyl)amino]propyl}- N^^^jp r0 pyj_i ,3,5-benzenetricarboxamide, 

^-{(lS^RJ-a-hydroxy-l-C^methoxybenzylH-KS- 
methoxybenzylJanmolpropy^-S-methyl-N^^^jipi-opyiisophthalamide, 

Ni-KlS^R^-hydroxy-l^methoxybenzyl^-KS- 
10 methoxybenzyl)amino]propyl } - N^N^-dipropyl-l^^-benzenetricaAoxamide, 

Ni^ClS^-VHS-chloro-S-fluorobenzy^-hydroxy-S-tCS- 
methoxybenzyl)amino]propyl}-5-metbyl-N3,N3^propylisophtiialaniide, 

NM(lS£R)-M3^oro-5-fluorob<^l>24^^^ 
metbx)xybenzyl)amino]propyl}-N3^3^ 
15 Ni-ftlS^H-^Moro-S-fluOTobenz^ 
me1hoxyben2yl)amino]propyl}-5-^ 

Ni-{(lS,m)-l-(4^hloro-3-fliK)robenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-N 3 J^^^ 

Nl-{(lS,2R)-l-(3 5 5-dichloiX)benzyl)-2-hydroxy-3-[(3- 
20 methoxybenzyQaiiiinoJpropylJ-S-methyl-N^^^propyiisopjjtijaiajnide^ 

Nl-{(lS,2R>l-(3,5-dichlorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}- N 3 ,N 3 -dipropyl-l ,3.5-benzmetricaiboxamide, 

NM(lS;2R>l-[4<dimethylam^ 
metbx>xybenzyl)amino]propyl}-5-m^ 
25 Nl-{(lS,2R>l-[4K<iimethylainino)beiizyl]-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}^N 3 ^ 3 H^^ 

Nl-{(lS,2R)-l-(3-chlorobenzyl)-2-liydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-5-me(h^^ 
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NM(lS,2R>H3^Morobenz^ 
methoxybenzyl)amino]propyl} -5-methyl-N3,N 3 -dipropylisophthalaniide, 

Ni-^lS^^^-fluorobenzyl^-hydioxyO-ICS- 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ^ 3 ^propy]isophthalamide, 
5 N 1 -{(lS,2R>l-(3-fluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-N^ 

NM(lS,2R)-24iydn>xy-H4-^^ 
methoxybenzyl)amino]pro^ 

N^ttlS^^hydroxy-K^isopropylbenzyl^-KS- 
10 methoxybenzyl)amino]propyl}- N 3 ^ 3 ^propyl-l,3 3 5-benzenetricarboxamide, 

N 1 -{(lS,2R)-2-hydroxy-3-[(3-methoxybenzyl)amino]4-[(6-m^ 
pyridinyl)mefoyl)pro^ 

N 1 - {(1 S,2R)-2-hydroxy-3-[(3-methoxyben2yI)amino]- 1 -[(6-methoxy-2- 
pyridinyl)methyl]propyl} -N 3 ,N 3 -dipropyl-l ,3,5 -benzenetricarboxamide, 
15 Nl-{(lS,2R)-2-hydroxyO-[(3-methoxybenzyl)am 
pyridinyl)methyl]propy^ 

N 1 -{(lS > 2R)-2i-hydiX)xy-34(3-methoxybenzyl) 
pyridinyl)methyl]propyl}-N^ 

NM(lS,2R>H3-fliioro^me^^ 
20 methoxyben2yl)amino]propy^ 

N 1 -{(lS,2R)-H3-fluoro^me%lbenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)ammo]propyl} -N^ 

NM(lS,m)-l-(3-fliK)i^ 
methoxybenzyl)ammo]pr^ 
25 NM(lS,2RHK 3 -fluon>^^ 
methoxyben2yl)ammo}propyty 

N 1 4(lS^>2-hydroxy-3-[(3-metboxyb«izyl)amino^ 
methylbenzyl)propyl]-5-me%^ 
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N 1 -[(lS^>2-hydioxy-3-[(3-methoxybenzyl)amino 
. me&ylbenzyl)pro^ 

NM(lS,m>2-hydroxy-3-[(3-meto^ 
y]m€^yl)piDpyl]-5-methyl-N 3 ^ 3 ^pTopyKsophthdamide, 
5 N^lS,2R)-24iydroxy-3-[(3-me^^ 

ylmethyl)propyl]-N 3 ^ 3 ^piopyl-l,3,5«benzenetricaA 

N 1 - {(1 S,2R)-l-[(5^Moro-2-to^^ 
metiioxyb«izyl)aiaino]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 
Nl-{(lS^)4-[(5^moro-2-tMenyl)methyl]-2-hydroxy-3-^ 

10 mdhoxybenzyl)am^ 

N-{(lS,2R)-l-(3,5-dmuorobenzyl)-3-[(3^ylbenzyl) 
hydroxypropyl}^hydroxy-3^1-pyrroUdinylcarbony 

N-{(lS,m>H3,5-difluorobenzyl>3-[(3-ethyIbenzyl)^ 
hydrox^ropyl}-5-methyl-2-[(methylsulfonyl)amino] 
15 N-{(lS,2RH^3,5Kfcfluoroben^ 
hydroxypit)pyl}-2~[(methyte^ 

N-{(lS,2R)-H3,5KKfluoro^ 
hydroxypropyl}-2-[(propylsulfo^ 

N-{(lS^)-H3,5^muorob 
20 mdhoxybenzyl)amino]p^^ 

N-{(lS,m>H3,5Kiifluorobeiizyl)-2-hydroxy-3-[(3- 
me1hoxybeiizyl)amino]propyl}-2-[(propylsulfonyl^ 
carboxamide, 

N-{(lS£R>l-benzyl-3-[(3~ethyfc 
25 [(methylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 
N^ClS^RVHS^-difluorobenzyl^ttl-CS- 
etbylpheny I)cyclopropyl]amino} -2-hydroxypropyI)-2-[(methylsulfonyl)amino]- 1,3- 
oxazole-4-carboxamide, 

N-((l S,2R)-l-(3,5-difluorobenzyl)-3- {[l-(3-ethylphenyl)-l - 
30 methylethyljamino} -2-hydroxypropyI)-4-hydroxy-3-(l - 
pyiTOUdinylcarbonyl)benzamide, 
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N<(lS,2RH^3,5^uorob^ 
methylethyl]amino} -2-hydroxypropyl)-2-[(metliylsulfonyl)amino]- 1 ,3-oxazole-4- 
carboxamide, 

N-{(1S,2R>1 -benzyl-24iy<to^ 
5 [(methylsulfonyl)am^ 

N<(lS,2RHK3,5^uorobeiizyl)-3^ 
me%lethyl]amino}-24ydroxypr^^ 
oxa2X)le-4-carboxamide, 

N^ClS^R^HS^-difluorobenzyl^-ftKS- 
1 0 ethylphenyl)cyclopropyl]amino} -2-hydroxypropyl)-4-hydroxy-3-( 1 - 
pyrrolidiiiylcarbonyl)benzamide, 

N-{(lS,2R>lK3,5-dmuorobenzyl)-3-[(3-ethynylbei^ 
hydroxypropyl} -2-[(methylsirifo^ 

N-{(lS,2R>l-(3,5-difluorobenzyl>2-hydroxy^3^ 
15 me&oxybenzyl)amino]propyl}-2-[(metbyIsulfonyl)amto 
caiboxamide, 

N- {(1 S^R> H3 ,5-difluorobenzyl)-3<(3-e1hynylb 
hy(koxypropyl}-5-methy^^ 

N-{(lS,2R>H3^difluoixft : * 

20 me&oxyben2yl)ammo^ 

N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
io<toben2yl)amino]prapyl} -4-[(methylsulfonyl)amino]-l ,3-oxazole-2-caiboxamide, 

N- {(1 S,2R)-l-benzyl-2-hydroxy-3-[(3-icKiobenzyl)amino]pro^ -2- 
[(methylsulfonyl)amino]- 1 ,3-oxazole-4-caiboxamide, 
25 N-{(lS,2R>l-(3,5^difIuoiobenzyl>2-hydroxy-3-[(3- 

iodobenzyl)amino]pTopyl} -5-methy l^[(methylsulfonyl)ainino]-l,3-oxazol&-2- 
carboxarnide, 

N-{(lS,2R)-l<3,5-dmuon>beozyl)-3-[(3^%lbenz^ 
hydroxypropyl} -4-hydroxy-3-( 1 -piperidinylcaibonyI)benzamide, 
30 N^(lS,2R)-H3,5-dmuorobe^ 

hydroxypropyl} -4-[(methylsulfonyl)amino]-l ,3-oxazole-2-caiboxamide, 

N- {(1 S;2R)-l-benzyl-2-hydroxy^ 
2-[(methylsulfonyl)amino]- l,3^xazole^carboxamide, 
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N-{(lS£RH^3,5-dffluorob^ 
hydroxypropyl}-5-met^ 

N-{(lS^H<3,5Kiffluorobemy^ 
hydroxypropyl} ^hy(froxy-3^4-moiphofo^ 
5 N-{(1 S^)-H3,5^uorobemyl)-3^ 

hydroxypropyl} -4-[(efliylsulfonyl)amino]- 1 ,3-oxazole-2-carboxamide, 

N-{(lS£RH^3,5^uorobc^^ 
iodobenzyl)amino]pro^^^ 
caiboxamide, 

10 N-{(lS,2R)-l<3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
icKlobenzyl)aiiiino]pro^^ 

N-{(lS,2R)-H3,5^uorobe^ 
hydroxypropyl}^4iydroxy-3-(4-mo^ 

N-{(lS,2R)4<3 > 5-difluorobeiizyl>2-hydn)xy-3-[(3- 
15 iodobenzyl)amino]propyl}^[(pn^ 

N-{(lS,2R)4<3,5-difluorobenzyl>2-hydroxy-3-[(3- 
meihoxybenzyl)amino]propyl}-5-m^ 
carboxamide, 

N-{(lS,2R>l-(3,5-<Muorobe^^ 
20 iodobenzyl)amino]pix>pyl} 

N-{(lS,2R>H3,5^uorobenzyl)-2-hydioxy-3-[(3- 
methoxybenzyl)aimno]pi^ 

N-{(lS,2R)-H3,5^ifluorobenzyl)-3-[(3-ethylbenzyl)a^ 
hydroxypropyl}^[(me%lsulfonyl)amino]-l,3-thiazole-2^ 
25 N-{(lS£R)-H3,5^uoroben^ 

hydroxypropyl}-5-me1hyl-2-[(me1hylsulfonyl)aniino] 

N-{(lS£R>H3,5Kimuon>be^ 
hydroxypropyl} -2-[(methylsulfonyl)an^ 

N~{(lS^H<3,5^uorobenzyl^ 
30 hydroxypropyl} ^-hydroxy-3«(l-pipera2mylcartx>nyl)bemamide, 
N-{(lS,2R>H3,5^uorobenzyl>3-[(3-e%Ibenzyl)amm 
hydroxypropyl} ^methyl-2-[(me&ylsulfc^ 
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N 4 -{(lS^RH^3,5-difhio^^ 
hydroxypropyl} -2- [(methylsulfon^^ 

N-{(lS^R>H3,5-dmuorobenzyl>-2-hydroxy-3-[(3- 

iodobenzyl)amino]propyl}-2-[(m^ 

5 NM(lS£RH-(3^fluorobenzy^^^^ 

hydroxypropyl} -4-hydroxy-N^-methylisophthalamide, 
N- {(lS,2R)4<3,5-di£luorobenzyl)-2-hydroxy-3 
iodobenzyl)amino]piopyl} -4-methyl-2-[(methylsulfonyl)amino]-l,3-oxazole-5- 
carboxamide, 

10 N-{(lS^R)4^3,5^fluorobenzyl)-34(3-e%lbenzyl)amino]-2- 
hydroxypropyl}-2-[(ethylsulfonyl)^ 

N-{(lS£RH-(3,5-dmuorobe^ 
iodoben2yl)amino]propyl}-54(m 

N 1 -{(lS,2R>l<3 > 5-difluorobenzyl)-2-hydroxy-3-[(3- 

15 methoxybenzyl)amino]propyl}^hydroxy^ 

N-{(lS,2R>l-(3,5-difluoroben2yl)-2-hydroxy-3«[(3- 
iodobeiizyl)amiiio]propyl} -4-methyl-5-[(methylsulfonyl)aroino]-l ,3-oxazole-2n 
caiboxamide, v../; 

N-{(lS,2R>l<3,5.dmuorobenzyl)-2-hydro 4 r 

20 methoxybenzyl)amino]propyl } -2-[(ethylsulfonyl)amirio]- 1 5 3-oxazole-4- 
caiboxaniide, 

N-{(lS,2RH-(3,5^uorobenzy^ 
hydroxypropyl} ^methyl-5-[(methylsulfo^ 

N^KlS^-l-CS^-difluorobenzyl^-hydroxyO-tCS- 

25 methoxybenzyl)amino]propyl} -N^-ethyl^hydroxyisophthalamide, 
N- {(lS,2R>H3 5 5-dffluorobei^^ 
hydroxypropyl} -5-[(methylsulfonyl)amino]- 1 ,3-oxazole-2-carboxamide, 

N-{(lS,2R)-H3,5-difluoTobenzyl)-2-hydroxy-3-[(3- 
iodobenzyI)amiiio]propyl}-2-[(^ 
30 N-{(lS,2R>H3,5^uoroben^ 
hydroxypropyl}-5-[(methylsulfonyl)amm 
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NM(lS^)-H3,5HMuoroben^ 
hydroxypropyl} »N^-ethyl-4-hydroxyisophthalaniide 7 

N-{(lS,2R>-H3,5^£luorobenzyl)-2-hydit)xy-3-[^^ 
iodoben2yl)ammo]propyl}-5-[(m^ 
5 N-{(lS,m>l<3,5-^uoiobenzyl)«2-hydroxy-3-[(3- 
iodoben2yl)amino]propyl}-2-[^ropylsulfonyl)amino]-l,3-oxazo 

N-{(lS,2R)4^3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobeii2yl)amino]propyl} -3-[(methylsulfo 

N 1 -{(lS^>1^3,5-difhiorobenzyl)-2-hydroxy-3-[(3- 
1 0 iodobenzyl)amino]propyl} -N^^&yl^hydroxyisophthalamide, 

N-{(lS£RH<3,5^uorobenzyl)^ 
hydroxypropyl} -3-[(methyls^ 

N-{(lS^R>l-(3,5-difIuorobenzyl)-2-hydroxy-3^(3- 
methoxybenzyl)amino]propyl} -2-[(propyIsulfonyi)ainino]-13-oxazole^- 
15 carboxamide, 

N-{(lS^R)4^3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
ioctoben2yl)aniino]propyl}-5-(hydroxymethyl)-^ 
oxazole-4-carboxamide, 

. N 3 ^cyclopropy:^ 
20 [(3-iodobenzyl)amino]propyl} -4-hydroxyisophthalamide, 

5^yclopropyl-N-{(lS,2R)-H3 > 5^uorobe3Q2yl>2-hy^ 
iodobenzyl)amino]propyl}-2-[(methylsulfoayl)am ,3-oxazole-4-carboxamide, 

N-{(lS^>H3>dffluorob<mzyl)-3^ 
hydroxypropyl}-2-[(propylsirifonyl)^^ 
25 N-{(lS^>H3,5-dmuorobenzyl)-2-hydroxy^3-^ 
iodobenzyl)airrino]propyl}-54^ 
carboxamide, 

^-(cyclopropylmelliyl^N 1 - {(lS,2R)-H3,5-difluorobenzyl>3-[(3- 
etiiylbenzyl)ainino^ 
30 N-[(lS^)-l-(3,5Kiifluoro^ 
[(methylsulfonyl)am™^ 

N-{(lS^>H3,5-difluorobe^ 
hydroxypropyl}-5-mediyl-2-[(propylsulfonyl)a 
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N-[(lS,2R)-3-((^clopropylamm^^ 
2-[(me*hylsulfonyty 

N-[(lS,2R}-3-[(3^yIbei^ 
hydroxybenzyl)propyl]-2-[(methylsulfonyl)amm 1 ,3-oxazole-4-caiboxamide 3 

5 NM(1S,2R)-H3,5^fluorobe^ 

hydroxypropyl} ^hydroxy-N 3 -isobutyUsophthalamide, 

2-{[(cyclopropylmethyl)sulfonyl]amino}-N^ 
difluorobenzyl)-3-[(3-etftyIbei^ 
caiboxamide, 
10 NM(lS,2R)4-(3,5^fluoroben2y^ 

hydroxypropyl} -4-hydroxy- N^-isobutyl-N^-methylisophthalamide, 

N«{(lS^R)4-(3,5^fluorobenzyl)-3-[(3-ethyIbenzyl) 
hydroxypn>pyl}-2-[(isobutylsirifo^^ 

N 3 Kcyclopropylme%l^NM(^ 
1 5 ethylbenzyl)amino]-2-hydroxypropyl} -4-hydroxy-N3-methylisophtbalamide, 

N-{(lS^R)4<3,5-dmuorqben2yl>2-hydroxy-3-[P 
me1hoxybenzyl)amino]propyl}-2-[(isobutylsulfon^ 
caiboxamide, . v - : 

NMOS^RH-frS^uorobei^ 
20 hydroxypropyl}-4-hydroxy-N3-methyl-N^ 

N-{(lS,2R)-l-(3,5-difluorobenzyI)-2-hydix)xy-3-[(3- 
iodobenzyl)amino]pn)pyl}-2-[(isobutylsulfo 1 ,3-oxazole-4-carboxamide, 

NM(lS;ZR)-H3,5^uoroben^ 

mdhoxybenzyl)amino]propyl}^hy(to^ 
25 N-{(lS,2R)-H3,5^fluoroben^l>2-hy<koxy-3-[(3^ 
iodoben2yl)amino]propyl}-2-[fo^ 

Nl-{(lS^>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 

methoxybeaizyl)amino]propyl}-N3<^ 

N-{(lS,2R)-H3,5-^uoiobeiizyl>2-bydn>xy-3-[(3- 
30 iodobenzyl)ammo]propy 
caiboxamide, 
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Nl-{(lS^>H3,5-difhiorobenzyl)-3-[(3-ethylben^ 
hydroxypropyl}-N3-ethyl^hydro 

N-{(lS,2R>l-(3,5~diftaorobe^ 
hydroxypropyl}-2-{[(4-me1iiylphenyI)sulfonyl]amm 
5 N-{(lS^)-H3,5-difluoiDben2yl>3-[(3^% 
hydroxypropyl} -2-[(pbenylsulfo^ 

NM(lS£R>H3,5^fluorobeaizy^^ 
hydroxypropyl} ^hydroxy-N^ N^-dipropylisophthalamide, 

N-{(lS,2R>H3,5^uorobenzyl)-3-[(^ 
10 hydroxypropyl} -2-[meftyl(me1hylsulfonyl)a^^ 

Nl-{(lS,2R>H3 9 5-dmuorobeii2yl)-2-hydroxy-3-[(3- 

methoxybenzyl)aniino]propyl}^ty 

N4(lS^R>H3,5-dmuombeaizyl>2.hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -2-[methyl(methylsulfonyl)aiiiino]- 1 ,3-oxazole-4- 
15 carboxamide, 

NM(lS,2RH^3,5-dmuoroben^^^^ 
iodobenzyl)amino]propyl}-4-hydroxy-N3, N 3 -dipropylisophthalamide, 

N-{(lS;2R>H3,5-dmuoro^ 
iodobenzyl)amino]propyl}-2-[(me1bylsulfonyi)ai^ 
20 N-{(l3,m>l-(3,5^mxiorob<^ 
hydmxypropyl}-2-[(methyIsulfonyl)ainm 

NM(lS,2R)4-(3,5^uorobenzyl)-3-^ 
hydroxypropyl}-5-[(methylsi^^ 

NM(lS£RH-(3>5^fluoiobenzy^^^ 
25 hydroxypropyl} -5-[(e%lsulfonyl)ai^ 

NM(lS,2R>l-(3,5^fluon>benzy^^^ 
hydn>xypropyl}-N 3 ,N 3 ^propyl-5-[(pn>pylsulfonyl)an 

N 1 -{(lS,2R>H3,5^uorobenzyl>3-[(3^ylbenzyl)amino]^ 
hy<hoxypn>pyl}-5-[(isopropylsiilfonyl)ai]m 
30 N l -{(lS£RH<3,5^uorobei^ 
hydroxypropyl}-5-[(isobuty^ 
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N l -{(lS^H^3,5^uorobei^ 
hydroxypropyl}-N 3 ,N 3 ^propyl-5-[(^ 

NM(lS,2R)4^3,5^uorobenzyl)-3^^^ 
hydroxypropyl} -5-[(2-foiyls^ 
5 N^fClS^RJ^^^^uoiob^lVS-KS^ylbenzyOaminoj-Z- 

hydroxypropyl} -N 3 ,N 3 -dipropyl-5-[(l ,3-thiazol-5-ylsulfonyl)amino]isophthalamide, 

NM(13,2RH^3,5^uorobenzyl^^ 
hydroxypropyl} -5-[(l ,3^xazol-5-ylsidfonyl)amino]-N 3 ,N^^ 

N^(lS,2RH^3,5^uoroben^ 
10 hydroxypropyl} -5-[(l, 3 -oxazol^ylsulfony^aminoj-^jN^dipiopyUsophlhalamide, 

N l -{(lS^R)4^3 9 5^uorobenzyl)-3-[(3^thylbenzyl)M 
hydroxypropyl} -N 3 ,N 3 -dipropyl-5-[(l ,3-tMazol^ylsulfonyl)amino]isophthalamide, 

N l -{(lS^R)-K3,5^uorobenzyl)-3-[(3-ethyIbenzyl^ 
hydroxypropyl} -5-{[(l-methyl-lH4midazo^ 
15 dipropylisophthalamide, 

N^ClS^RH^SKttfluorobenzyl^^^ 
hydroxypropyl}-5-[(phenylsulfonyl)a^^ 

5-{[(5-cyanopyridin-2-yljs^ 
<ttfluorobenzyl)-3-[(3-eft^^ 
20 dipropylisophthalamide, 

^-{(lS^RH^S^uorobenz^^^ 
hydroxypropyl} -N 3 ,N 3 -dipropyl-5-( {[5^trifluoromethyl)pyridin-2- 
yl]sulfonyl} amino)isophthalamide, 

N-{(lS,2R)4^3,5-difluorobei^^ 
25 hydroxypropyl} -3- {[(1-methyl-lH-iimdazol^yty 

N-{(lS^>H3,5^uorobenzyl)-3-[(3^ylbenzyl)amino]-2- 
hydroxyprqpyl} -3-( { [5-(trifluorome4hyl)pyridin-2-yl]sulfonyl} amino)benzamide, 

3-{[(5^yanopyridin-2-yl)s^^ 
difluorobemyl)-3-[(3^thylben^ 
30 N-{(lS^>H3,5^uorobenzyl)-3-[(3-elhylbenzyl)am^ 
hydroxypropyl} -3-[(phenylsulfonyI)aimno]benzamide, 

N-{(lS,2R>H3,5^fluoroben^^ 
hydroxypropyl} -3-[(methylsulfbnyl)aminoJbenzamide, 
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N-{(lS^H^3,5^uorobenzy^^ 
hydxoxypropyl} -3-[(^ylsulfonyl)amino]ben2amide, 

N-{(lS,mH<3,5^uorobenzyl>3^ 
hydroxypropyl}-3-[^ropylsulfonyl)ainino]b 

5 N-{(lS^H^3,5^uorobenz^^^ 

hydroxypropyl} -3-[(isobutylsuIfonyl)amiiio]benzamicle, 

N-{(lS^)-H3,5^uorobenzyl)-3-[(3^thylbenzyl)ami 
hydroxypropyl} -3-[(isopropylsulfonyl)aniino]beiizamide, 
N-{(lS£RH-(3,5^uorobenzy^ 
10 hydioxypropyl}-3-{[(l^thyIpropyl) 
3-[(cyclohexylsulfonyl)a^ 
e1hyIbenzyl)amino]-2-hydroxypropyl}ben2aim 

N-{(lS^)-M3,5^uoroben2^^^ 
hydroxypropyl} -3- {[( 1 -piopylbutyl)sulfonyl]amino}ben2amide > 
15 N-{(lS^R)-l-(3,5^uorobenzyl)-3-[(3-elhyIbenzyl)amin 
hydroxypropyl}-3-[(thien-2-ylsulfonyl)amino]benzaim 

N-{(lS£RH-(3,5^uorobenzyQ^^^ 
hydroxypropyl} -3-[(2-foiylsu^ 

N-{(lS£R)-H3,5^uon)be^ 
20 hydK>xypropyl}-3-[(isoxazo^ 

N-ftlS^RJ-l^S^uorobenzyl)^-^ 
hydroxypropyl} -3-[(isoxazol-3-ylsulfonyl)amino]benzamide, 

N-{(lS;2R)-H3,5^uorobenzyl)^^ 
hydroxypropyl} -3-[(3-furylsulfonyl)aiiiino]benzamide 3 
25 N-{(lS^R>H3,5^uorobenzyl)-3-[(3^%Ibenzyl)amm 
hydroxypropyl}-3-[(tMen-3-ylsulfonyl)amino]benzamide, 

N-{(lS,2R)-H3,5^uorobenzyl)-3-[(3^thylbenzyO 
hydioxypropyl}-3-[(l,3-thiaz^^^ 

N-{(lS,2RH<3,5-diftoorobe^ 
30 hydtoxypropyl}-3-[(l^-tMazol-5-ylsulfonyl)aniin 

N-{(lS^H^3,5^uoroben2y^ 
hydioxypropyl}-3-[(l ^-tMazol-2-ylsulfonyl)amino]benzamide, 

N^(lS,2RHK3,5KMuoiobenzyl)-^^^ 

N 3 ^ 3 ^pn>pyl-5-{[(trifluoromefhyl)sulfonyl]anm 
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N4(lS^>3-ami^^ 
dipropyl-5- { [(tri£hioromethyl)sulfonyl]amino} isophthalamide, 

N^KlS^R^B-amino^^S-difluorober^ 
[(methylsulfonyl)amino]^^ 
5 N 1 -[(lS^R)-l-(3,5^uorobenzyl)-2-hydxoxy-3-(isop^ 
[(methylsulfonyl)amino]-N 3 ^ 

N^tert-butyO-N 3 -^ 
ethylboizyl)aiiiino]-2-hydroxypropyl} isophthalamide, 

^^tert-butyO-N^fClS^-HS^-dmuorobenayl^S-CCS- 
1 0 ethylben2yl)amino]-2-hydroxypix)pyl}-5-m 

5-bromo-N^tert-butyl)-N 3 - {(lS^R)-l-(3,5-difluon)benzyl)-3-[(3- 
ethylben2yl)a3mino]-2-hy<hoxypropyl}isopht^ 

3-tert-butoxy-N-{(lS,2R)-l^ 
2-hydroxypropyl}benzamide, 
15 3-tert-butoxy-N-{(lS,2R)-H3^ 
2-hydroxypropyl} -5-methylbenzamide, 

N-{(lS;2RHK3>5Kttfluorobe^ 
hydroxypropyl}-3-{[(trifluoromethyl)sidfonyl]amin 

N-{(lS^H-(3,5KMu6robenzyl^ 
20 hydroxypropyl}-3^trifluoromethoxy)benzamide, and 

N-{(lS^RH-(3,5Kiifluoro^^^ 
hydroxypropyl} -3-me1hyl-5-(trifluoiomethoxy)benzamide. 

183 . A pharmaceutical composition which comprises a substituted amine of 
25 formula (X) 



where Ri,R 2 ,R3,Rn and Rc are as defined in claim 1, 

or a pharmaceutical^ acceptable salt thereof, and one or more pharmaceutical^ 
30 acceptable inert carriers. 




R-i R2 R3 
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184. Use of a substituted amine of formula (X) 



OH 




ft^ . R2 R3 



Rc 



(X) 



5 where Ri, R 2 , R3, Rn and Rc are as defined in claim 1; 

and pharmaceutical^ acceptable salts thereof for the manufacture of a medicament 
for use in treating a patient who has, or in preventing a patient from getting, a 
disease or condition selected from the group consisting of Alzheimer's disease, for 
helping prevent or delay the onset of Alzheimer's disease, for treating patents with 

10 mild cognitive impairment (MCI) and preventing or delaying the onset of 

Alzheimer's disease in those who would progress from MCI to AD, for treating 
Down's syndrome, for treating humans who have Hereditary Cerebral Hemorrhage 
with Amyloidosis of the Dutch-Type, for treating cerebral amyloid angiopathy and 
preventing its potential consequences, i.e. single and recurrent lobar hemorrhages, 

15 for treating other degenerative dementias, including dementias of mixed vascular 
and degenerative origin, dementia associated with Parkinson's disease, dementia 
associated with progressive supranuclear palsy, dementia associated with cortical 
basal degeneration, or diffuse Lewy body type of Alzheimer's disease. 

20 185. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is Alzheimer's disease. 

186. Use of a substituted amine of formula (X) according to claim 184, wherein the 
method is helping prevent or delay the onset of Alzheimer's disease, 



187. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is mild cognitive impairment 

188. Use of a substituted amine of formula (X) according to claim 184, wherein the 
30 disease is Down's syndrome. 



25 
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189. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is Hereditary Cerebral Hemorrhage with Amyloidosis of the Dutch-Type. 

5 190. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is cerebral amyloid angiopathy. 



191. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is degenerative dementias. 

10 

192. Use of a substituted amine of formula (X) according to claim 184, wherein the 
disease is diffuse Lewy body type of Alzheimer's disease. 

193. Use of a substituted amine of formula (X) according to claim 184, wherein the 
15 compound is a substituted amine of formula (X). 

194. Use of a substituted amine of formula (X) according to claim 184, wherein the 
compound is a substituted amine with Rn cyclized of formula (X'). 

20 195. Use of a substituted amine of formula (X) according to claim 184, : 
where Ri is: 

-(CH2Vl-(RlHaiy0» or 
^CH2)nl-(Rl-fa5teroaryl) 

where Rn is: 

25 Rn-i-Xjt where Xn is selected from the group consisting of: 

-CO, and 
-S0 2 -, 

where R*m is selected from the group consisting of: 
-Rw-aiyu and 

30 -Rn-hetCToaiy1> OT 

where Rc is: 

-C r C 8 aflcyl, . 
-(CH2)o.3-(C5-C7) cycloaDcyl, 
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-(CRc- x Rc-y)<M-Ro<iryb 
-(CRc-xRc^)o4"^C-hctBniaryl, 
-{CRc. x Rc^)o-4-Rc-hcteit5cycle> Or 

-cyclopentyl or -cyclohexyl ling fused to Romyi or Rc-hctnroaiyi or Rc- 

5 hetarocycle. 

196. Use of a substituted amine of formula (X) according to claim 184 where: 
where Ri is: 

-(CH2)-(Rl-aryO,Or 
^CH 2 )-(Rl4ietetiaiyO; 

where R2 is -H; 
where R3 is -H; 
where Rn is: 

Rn^i-Xn- where X$ is selected from the group consisting of: 
-CO-, 

where Rn-i is selected from the group consisting of: 
RN^ryi,and 

-RjMieteroajyi, 

where Rc is: 

-{CH 2 )o-3-(e3-C7) cycloalkyl, 

-(CRc. x Rc-y)o-4-Rcflryl» 
-(CRc- x Roy)o-4-Rc-heten>ajyI, 
^CRc-xRoy)<M-Rc-hetenx7cle, Or 

-cyclopentyl or -cyclohexyl ring fused to a Rc*ryi or Rc-heteromyi or Rc- 

hetcrocyclo. 

197. Use of a substituted amine of formula (X) according to claim 195 where Rc is: 

-(CRc-xRc-y)(M-Rc-aryl, 
-(CRc-xRc-y)o-4-Rc-hctcroaiyl, Or 

30 -cyclopentyl or -cyclohexyl ring fused to a Roaiyi or Rc-heteroaryi or Rc- 

hetcrocyclo. 

198. Use of a substituted amine of formula (X) according to claim 184 where Ri is: 

-(CH 2 )-(Ri- fl ryi) where Ri-aryi is phenyl. 



10 



15 



20 



25 
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199. Use of a substituted amine of formula (X) according to claim 198 where R t is: 
-(CHaXRi-oiyi) where Ri-myi is phenyl substituted with two -F. 

5 200. Use of a substituted amine of formula (X) according to claim 199 where the -F 
substitution is 3,5-difluorobenzyl. 

201. Use of a substituted amine of formula (X) according to claim 184 where Ri is - 
H. 

10 

202. Use of a substituted amine of formula (X) according to claim 184 where R3 is - 
H. 

203. Use of a substituted amine of formula (X) according to claim 184 where Rn is 
15 Rn.i-Xn- where Xn is -CO-, and where Rn-i is Rw-aiyi where Rw-aiyi is phenyl 

substituted with one -CONR^_ 2 R^3 where the substitution on phenyl is 1,3-. 

204. Use of a substituted amine of formula (X) according to claim 203 where Rn-2 
and Rn-3 are the same and are C3 alkyl. 

20 

205. Use of a substituted amine of formula (X) according to claim 184 where Rn is 

Rn-i-Xn- where X N is-CO-, where Rn-i is Rn^i where RN-aryi is phenyl 
substituted with one C\ alkyl and with one -CO-NRn-2Rn-3 where the substitution on 
the phenyl is 1,3,5-. 

25 

206. Use of a substituted amine of formula (X) according to claim 205 where Rn-2 
and Rn-3 are the same and are C3 alkyL 

207. Use of a substituted amine of formula (X) according to claim 184 where Rn is 
30 Rn.i-Xn- where Xn is -CO, where Rn-i is RN-beteroaryi where RN-hetemaiyi is 

substituted with one -CO-NRn-2Rn-3. 



208. Use of a substituted amine of formula (X) according to claim 207 where Rn-2 
and Rn-3 are the same and are -C3 alkyl. 
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209. Use of a substituted amine of formula (X) according to claim 184 where Rc is: 

-<CRc-xRc-y)o4-Roaiyi where Rc-aiyi is phenyl, 

^CRcx^y)(M-Rc4ietEroaryb Or 

5 -cyclopentyl or -cyclohexyl ring fused to a Rc-myi or Rc-hetooaryi or Rc- 

hcterocycle* 

210. Use of a substituted amine of formula (X) according to claim 209 where Rc is: 

-(CRc.xRc-y)(>4-Rc-aiyi where Rc^yi is phenyl. 

10 

211. Use of a substituted amine of formula (X) according to claim 210 where 
phenyl is substituted utthe 3-position or 3,5-positions. 

212. Use of a substituted amine of formula (X) according to claim 209 where Rc is: 

1 5 -(CH2)-Rc-hetEroaryi. 

213. Use of a substituted amine of formula (X) according to claim 209 where Rc is: 

-(CH2)-Rc-heterocycle. 

20 2 14. Use of a substituted amine of formula (X) according to claim 209 where Rc is: 
-cyclohexyl ring fused to a phenyl ring. 

215- Use of a substituted amine of formula (X) according to claim 184 where the 
pharmaceutically acceptable salt is selected from the group consisting of salts of the 

25 following acids acetic, aspartic, benzenesulfonic, benzoic, bicarbonic, bisulfuric, 
bitartaric, butyric, calcium edetate, camsylic, carbonic, chlorobenzoic, citric, edetic, 
edisylic, estolic, esyl, esylic, formic, fiimaric, gluceptic, gluconic, glutamic, 
glycollylarsanilic, hexamic, hexylresorcinoic, hydrabamic, hydrobromic, 
hydrochloric, hydroiodic, hydroxynaphthoic, isethionic, lactic, lactobionic, maleic, 

30 malic, malonic, mandelic, methanesulfonic, methylnitric, methylsulfuric, mucic, 
muconic, napsylic, nitric, oxalic, p-nitromethanesulfonic, pamoic, pantothenic, 
phosphoric, monohydrogen phosphoric, dihydrogen phosphoric, phthalic, 
polygalactouronic, propionic, salicylic, stearic, succinic, sulfamic, sulfanilic, 
sulfonic, sulfuric, tannic, tartaric, teoclic and toluenesulfonic. 



WO 02/02512 



PCT/US01/21012 



569 



216. Use of a substituted amine of formula (X) according to claim 184 where the 
substituted amine (X) is 

N^KlS^HS^-^fluorobenzyO^-hydroxy-S-KS- 
5 methoxybenzyl)ammo]pro^ 

N l -{(lS,2R>H3,5Kim™ 
hydroxypropyl} -5-methyl-N 3 ^f 3 -dipropylisophthalamide, 

N^KlS^H^enzyl-S^e^^ 
dipropylisophthalamide, 
10 N 1 -[(lS^R)-l-benzyl-3-(beDzylamino)-2«hydroxypro^ 
dipropylisophthalamide, 

N*-[(l S,2R)- 1 -benzyl^-hydroxy-S-CisopropylaminoJpropyy-N 3 ^ 3 - 
dipropylisophthalamide, 

N^(lS,2R)-14>cmzyl-2-hydroxy^^ 
15 dipropylisophthalamide, 

N^(lS,2RH-benzyl-2-hydro^ 
methoxyphenyl)ethyl]amino}propyl)-N 3 ,^^ 

N 1 - {(1S,2R> 1 -benzyl-2-hydroxy-3-[(3-methoxybenzy0 
N 3 JN[ 3 -dipropylisophthalamide, 
20 ethyl {[(3S)-3-({3-[(dipropylammo)c^ 

phenyIbutyl]ammo}(phenyI)acetate, 

NV(lSH-to^l-2-hydro>^ 
nitrophenyl)ethyl]amino}piopyl)-N 3 ,N 3 ^propyUsophthalamide, 

N 1 -{(lS^R)-l-benzyl-3-[(2-cUorobenzyl)amino]-2-hydro 
25 dipropylisophthalamide, 

N l -{(lS^)-i-ben2yl-3-[(4^Morobenzyl)amino]-2-hydroxypro^ 
dipropylisophthalamide, 

N I -((lS^R)-l-benzyl.2-hydroxy-3-{[2-(2- 
hydroxyethoxy)e1hyl]arriino}propyl)-N^^ 
30 N l -[(lS,2R)-l-beiizyl-3<23-dihydro4H-indeD-l-ylam^ 
hy(faoxypropyl]-N 3 ,N 3 ^propyhsophfhalamide, 

N 1 - {(1 S^)-14)enzyl-2-hydroxy-3-[(2-hydroxypropyl)amino]propyl} - 
N 3 ^-dipropylisophthalamide, 
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N^(lS,2R>l-benzyl-24iydro^ 
foranylmethyl)amin^^ 

N^(lS,2R>l-benzyl-3-[(2,2^e^ 
N 3 ,N 3 ^propyhsophthalamide, 
5 N4(lS,2R)-l-bem^l-3^utylai^ 
dipropylisophthalamide, 

N^ftlS^R)- 1 -benzyl-3-(cyclohexylamko)-2-hydroxypropyl]-N 3 ,N 3 - 
dipropylisophthalamide, 

N 1 - {(1 S,2R)- l-benzyl-2-hydroxy-3-[(2-py^ - 
10 N 3 ,N 3 ^ropylisophthalamide, 

N 1 -{(lS,2R>3-[(2-aminobenzyl)amino]-l-benzyl-2-hy^ 
dipropylisophthalamide, 

N 1 - {(1S,2R)-1 -benzyl-2-hydroxy-3-[(3-pyri - 
N 3 ^f 3 -dipropylisophthalamide, 
15 N^lS^RH-ben^l^ydro^ 
N 3 ^ 3 -dipropylisophthalamide, 

N l - {(lS s 2R)-l-ben2yl-2-hydroxy-3-[(2-hydK)xy-2- 
phenylethyl)anrmo]propyl}-N 3 ^ 3 ^propyUsophthalamide, 

K 1 - {(1 S,2R>1 -bemyl-3-[(3-butoxypropyl)amino]-2^ 
20 (hpropylisophthalamide, 

N l - {(1 S^R)-l-benzyl-2-hydroxy-3-[(3-isopropoxypropyl)amino]propyl}- 
N 3 ^ 3 -dipropylisophthalamide, 

N4(lS;2R)-l-benzyl-2-hydio^ 
dipropylisophthalamide, 
25 N^(lS^>l-benzyl-24^ 
dipropylisophthalamide, 

N^ftlS^RH-benzyW-hydro^ 
dipropylisophthalamide, 

NM(lS,2R>l-benzyl-2-hy<to^ 
30 dipropylisophthalamide, 

N 1 -{(lS^R>l-benzyl-2-hydn>xy-3-[(2-pn)poxyethyl)aii^ 
dipropylisophthalamide, 

N^ClS^RH-benzyl-S-tO^^lm^^ 
N 3 ,N 3 ^propylisophthalamide, 
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^-{(lS^H-benzyl^ 
dipropylisophthalamide, 

NM(lS,2RH"benzyl-2-hydro^ 
dipropylisophthalamide, 
5 N 1 -{(lS)4-benzyl-2-hydioxy.3-[(4-iutrobe^ 
dipropylisophthalamide, 

N^(lS,2RH-benzyl-3-[(3-cMo^ 
dipropylisophthalamide, 

N^(lS^R>l-benzyl-3-{[2-(4^morophenyl)ethyl]amino}-2- 
10 hydroxypropyl)-N 3 ^ 3 -dipropyIisophthalamide, 

N^(lS,2R)-l^>enzyl-2-hydro^^ 
N 3 ,N 3 -dipropylisophthalamide, 

N l -{(lS^R)-l-baizyl-2'hydroxy-3-[(4-pyridinylme^ 
N 3 ,N 3 -dipropylisophthalamide, 
15 N l "((lS^R)-l-benzyl-2-hydroxy-3-{[2-(l-methyl-2- 
pyaoUdinyl)e%l]amino}p^ 

N l -{(lS,2R)-l-benzyi-3-[(2,3Klimethylbaizyl)an^ 
N 3 ^N 3 -dipropylisophthalamide, 

N^(lS^)-14>en^ 
20 (trifluoix>methoxy)b 

N 1 -{(lS > 2R)-l-benzyl-3-[(2^Uoro-6^henoxybenzyl)amm 
hydroxypropyl} -N 3 ^-dipropylisophthalamide, 

N l -((lS^R)-l-benzyl-2.hydroxy-3-{[4- 
(trifluoromethyl)benzyl]amino}^ 
25 N^(lS,2R)-l*enzyI-34(2,3-dichto^ 
N 3 ,N 3 -^piupyUsophthalamide, 

N^(lS,2R)-l-benzyW-[(3,5^chloro^ 
N 3 ,N 3 -dipropyhsophthalamide, 

N l -{(lS,2R)-14)emyl-3-[(3,5-difluorobenzyl)aim 
30 N 3 ,N 3 -dipropylisophthalamide, 

N l -((lS^R)-l-benzyl-2.hydroxy-3-{[4- 
(trifhioromethoxy)benzyl]an^ 

N ! -[(lS^)-3K{2-[4^aminosulfonyl)phenyl]^ 
hydroxypropyl]-N 3 ^ 3 ^propyhsophthalamide, 
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N 1 - {(1 S^>l-benzyl-2-hydroxy-3-[(^ - 
N 3 ^f 3 -dipropylisophthalamide, 

NM(lS,2R) T 14>e^l-2-hydroxy-3^ 
dipropyhsophthalamide, 
5 ^-{(lS^R^l-benzyl^-hydroxy-S-tCSAS- 

trimetfioxybaizyl)amino]propyl} -N 3 ^ 3 -^Upropylisophtiialainide, 

N^CCIS^H -benzyl-2-hydroxy-3- {[3^trifluoromethoxy)benzyl] amino} 
propyl)-N 3 JN 3 -dipropyIisophthalamide, 

N^(lS^R)-l-benzyl-3-[(3,5-dime^^ 
10 N 3 ^f 3 -dipropylisophthalamide, 

N^(lS,2R)-l-beiizyl-3-[(2,4^^ 
N 3 ^ 3 -dipropylisophthalaixiide, 

NM(lS,2R)-l-benzyl-3-[aU^^ 
hydroxypn>pyl}-N 3 ^ 3 ^piopylisophthalamide, 
15 N l -{(lS^)-l-ben^l-3-[(3,^ 
N 3 J^ 3 -dipropylisophthalamide, 

N l -{(lS^R)4-benzyl-3-[(2-fluoroben^l)amino]^ 
dipropylisophthalamide, 

N ! -((l S,2R>l-ben2yl-2-hydro^ 
20 propyl)-N 3 ,N 3 -dipropyIisophthalamide, 1 : 

N^(lS,m)-l-benzyl-24iydrox^ 
dipropylisophthalamide, 

N^(lS,2R)-l-benzyl-2-hyto^ 
N 3 J^ 3 -dipropyKsophthalamide, 
25 N^(lS^)44>(mzyl-2^hydro^^^ 
N 3 JS[ 3 -dipropylisophthalamide, 

N^(lS^)-l-benzyl-3-{[3,5«bis(tri£luoiomethyl)be 
hydroxypropyl)-N 3 ,N 3 -dipropylisoph^ 

N 1 <(lS,2R>l-benzyl-2-hydroxy-3-{[2^trifluorome%l)be^ 
30 propyl)-N 3 ,N 3 -dipropylisophthalamide, 

N 1 -((lS,2R>l-benzyl-2-hydroxy-3-{[(lS)-l-(l- 
iraphthyl)ethyl]amino}propyl)-N^ 

N^ftlS^RH-benzyl^^ 
naphthyI)e*hyl]amino}propyl)-N 3 ^ 
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N^^lS^-l-benzyl^hydroxy-a^hydiDxyO- 
methoxybenzyl)amino]propyl} -N 3 ^I 3 -dipropylisophthalamide, 

N 1 - {(1 S,2R)- 1 -benzyl-3 - [(3 > 4^ydroxybenzyl)amino]-2-hydioxypropyl} - 
N 3 ,N 3 -dipropylisophthalamide, 
5 N ! -{(lS)-l-benzyl-2-hydroxy-3-[(3-methoxypiopyl)amm 
dipropylisophthakmide, 

N l ^(lS^R)-l-benzyl-2-hydioxy-3-{[(lS>2-hydroxy4 
methylethyl]amino}propyl)-^ 

N 1 ^(lS,m>l-ben2yK2-hydroxy-3-{[(lR)-2-hydroxy-l- 
10 methylethyl]amino}propyl)-N 3 ,N 3 ^propyUsophthalaiiiide, 

N 1 -[(lS,2R)-l-benzyl-2-hydroxy-3^2-propynylamino)propyl]^ 
dipropylisophthalamide, 

N^lS,2RM-benzyl-3-{[2^ 
hydioxypropyl)-N 3 ,N 3 -^propylisophthalamide, 
15 N l -((lS^R)-l-benzyl-3-{[2^3-fluorophenyl)ethyl]ai^ 
hydroxypropyl^^^^propyUsophthalaniide, 

N ! -((lS,2R)-l-benzyl^ . 
hydroxypropyl)-N 3 ^ 3 ^propylisophthalamide, 

N 1 -((lS^R>l-benzyl-3-{[2^4-bromophenyl^ 
20 hydroxypropyl)-N 3 ^ 3 ^pmpylisophthdainide, 

N x -((1 S)-l -benzyl-2-hydroxy-3- {[2-(3-methoxyphenyl)ethyl]amino}propyl)- 
N 3 ,N 3 -dipropylisophthalamide, 

N^(lS£R)-l-ben2yl-3- {[2-(2,4-dichlorophenyl)ethyl]amino}-2- 
hydmxypropylJ-^^-dipropylisophthalamide, 
25 N l -((lS,2R>l-benzyl-3- {[2K3K5hlorophenyl)ethyl]amino}-2- 

hydroxypropyl)-N 3 ,N 3 ^propylisophthalamide, 

N^(lS)-l-ben2yl-3-{[2^ 
hydroxypn>pyl>N 3 ^ 3 ^propyIisophthalamide, 

N^CClS^R^l-benzyl^-hydroxy-S-iP^ 
30 methylphenyl)e1hyl]amm^ 

N^(lS^>l-bei^l-3-{[(lRH-b^ 
hydroxypropyO-N 3 ^ 3 ^iipix)pylisophthalamide 9 

^-((IS^M-benzyl^ 
moipholinyl)pn>pyl]aii^ 
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NM(lS,2R)-l-ben2yl-2-hy^ 
dipropylisophthalamide, 

N 1 <(lS^R>l-benzyl-2-hydroxy-3-{[2-(4- 
morpholinyl)ethyl]amino}propyl)^ 
5 N^(lS;2RH-benzyl-2-hydio^^ 
dipropyHsophthalamide, 

N^(lS,2R)-l-benzyl-2-hydroxy.3-{[2-(2-thienyl)e^ 
^^-dipropyHsophthalamide, 

N^(lS,2R)-l-beai2yl-2-hyta 
10 dipropylisophthalamide, 

N l -((lS,2RH^enzyl-2-hyta 
phenylethyl]amino}propyl>N 3 JN^ 3 -dipropyHsophfhdam 

NM(lS,2R>l-benzyl-3-[(2,4-di^ 
N 3 ,N 3 -dipropylisophdialamide, 
15 N I K(lS,2R>l-benzyl-2-hydroxy-3-{[(lR)-2-hydroxy^ 
phenylethyl]ainino}propyl)-^N 3 -dipropylisophthalamide, 

N l - {(1 S,2R)- 1 -benzyl-3-[(44<^-buty^ - 
N 3 ,N 3 - dipropylisophthalamide, 
. NMOS^RH-benzyl^ 
20 dipropyUsophthalamide, 

N^lS^-l-benzyl^-hydro^ 
inden-l-yl]ammo}propyty 

N^(lS,2R)-l^enzyl-3-[(3,4-dime 
N 3 ,N 3 - dipropylisophthalamide, 
25 N^ClS^RH^Kii^^ 

methyl-2K>xoethyl]amino}propyl)-N 3 ^ 3 ^propyhsophthalamide, 

N ! <(lS,2RHK3,5-difluon)b^ 
l-methyl-2-oxoethyl]amino}propyI)^^^ 

N 3 <(lS,2RHK3,5^fluorobenzy^^ 
30 l-methyl-2^xoethyl]ammo}propyl)^ 

N l <(lS^>H3,5^uorobenzyI)-2-hydroxy-3-{[2-(i^ 
dimethyl-2^xoethyl]amino}propyl)^ 

N l -((lS^)-H3,5-^ifluoroben2yl)-2-iiydroxy-3-- {[2-(isobutyIamino>2- 
oxoethyl]amino}propyl)-5-me*hyl-N 3 ^^ 



WO 02/02512 PCT7US01/21012 

575 

N ! -[(lS^HK3,5Hiifluorob^ 
[(isobutyIammo)carbo 
dipiopylisophthalamide, 

N l -[(lS^R)-H3,5^uorobeiizyl>2-hydroxy-3^{(m 
5 [(isobutylamino)caibonyl^^ 
dipropylisophthalamide, 

methyl-N 3 ^ s -dipropylisophttialamide, 

N l -[(lS,2R)-H3,5^fluorobai2yl)-3-(ethylammo)-2-h^ 
1 0 metbyl-N 3 ^ 3 -dipropylisophfhalamide, 

N 1 -[(lS,2R>H3,5^fluoroben2yl>2-hydroxy-3^isobutylam^ 
mediyl-N 3 J^ 3 "dipropylisophthalamide, 

N^(lS,2R>H3,5^fluoroben^^ 
methyl-3^xopropyl]amino}pn>pyl)-5-m 
15 N 1 K(lS^>H3,5^uorobenzyl)-3-{[4-(dimethylaiiiin 
hydroxypropyl)-5-me1byl-N 3 ^ 3 KfipiopyUsophtbalaiiu 

N 1 -[(lS,2R>3-{[(lS)-l-benzyl-2^isobutylamm 
difluoroben2yl)-2-hydro^ 

20 [(isobutylamino)caibonyl]-2-mefliylpropyl} amino)propyl]-5-methyl-N 3 ^ 3 - 
dipropylisopbthalaniide, 

N^lS^RH^S^uorobenzyl^ 
hydroxypropyl)-5-methyl-N 3 ^ 

N 1 - {(1 S,2R)-H3,5-difluorobenzyl)-2-hydioxy-3-[(3- 
25 pyridinylmethyl)amino]propyl} -5-methyl-N 3 ^N 3 -dipropylisophthaIamide, 
N 1 -[(lS,2R>3-{[(lS)-l-[(ben^loxy)methyl]-2<isobutylan^ 
oxoethyl]amino}-l-(3,5^Iffluorob 
dipropylisophthalamide, 

N^(lS,2R)-H3,5Klifhiorobe^^ 
30 phenylefhyI)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
N ! -[(lS;2RHK3>dif^ 
[(isobutylaaiiino)carbonyl]-2-inethylpropyl} amino)propyl]-5-methyl-N 3 ^I 3 - 
dipropylisophthalainide, 
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N l -[(lS^>H3,5-dmuoiobenzyl).2-hydroxy-3-({(lS)-l- 
[(isobutylamino)carbonyl]butyl} amino)propyl]--5-methyl-N 3 Jts[ 3 -- 
dipropylisophthalamide, 

N l -((lS^R>H3,5^uorobenzyl)-2-hydroxy-3-{[(lS)-lKhyd^ 
5 2^isobutylamino)-2K>xo^ 
dipropylisophthalamide, 

N^(lS^H^3,5KimiK>roben^^^ 
phenylethyI)amino]pr0pyl}-5-m^ 

N^(lS£R>3-{[(lS)-2^en^la^ 
10 difluorobenzyl)-2-hydro^ 

N'-aiS^H^S^uorobe^ 
phenylpropyl]amino}propyl)-5-^ 

N 1 -((lS^R)-l-(3,5^fluorobenzyl>3-{[(lS)-2^e%lamino)-^ 
oxoethyl]amino}-2-hydro^ 
15 N^(lS^H^3,5^uoroben^ 
2^xo-l-phenylethyl]amino^^ 

N^(lS;2R>H3,5-<Muoiobei^ 
methyl-N 3 JM 3 -dipropylisophthalamide, 
. N-JXIS^R^-Ccyclohexyla^^ 
20 5-methyl-N 3 ,N 3 -dipropylisophtbalamide, 
N^(lS;2R>3-(butylaminoH^ 
methyl-N 3 ^ 3 -dipropylisophthalamide, 

N^(lS^RH<3,5^uoroben2y^^^ 
metkoxypropyl)amiiio^^^^ 
25 N l -{(lS,2R)4^3,5^uorobe^ 
phenylethyl)amino]propyl}-5-^^ 

N l -((lS,2R>l-(3,5-difluorobenzyl)-3-{[(3R,5S)-3,5- 
dimethoxycyclohexyl]amm^ 
dipropylisophtbalamide, 
30 dimethyl (lR,3S>5.{[(2R,3S)-4K3,5-difluoroplienyl).3-({3. 

[(dipn^ylamino)ca]^nyl]-5-me1hylbenzoyl} amino)-2-hydroxybutyl]amino}-l ,3- 
cyclohexanedicarboxylate, 
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(lR,3S>5-{[(2R^S)^(3,5^ifluoiophenyI)-3.({3- 
[(dipropylamino)carbonyl]-5-methyIbenzoyl} amino)-2-hydroxybutyl]amino} - 1 ,3- 
cyclohexanedicaiboxylic acid, 

Nk(lS£RH^3,5^uorobenzyl^^^^^ 
5 phenylpropyl]amino}propyl)-5-m^ 

N l -[(lS^>3-[(3-cmoroben^ 
hydroxypropyl]-5-methyl-N 3 ^ 3 ^propylisophftalamide, 

N-{(lS^R)4^3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-3-[(2-pro^ 
10 N4(lS^)-3HK[UMriph^ 
hydroxypropyl]-5H0iethyl-N 3 ^ 3 ^^ 

N^(lS^)-H3,5-difluon)^^ 
iodobenzyl)amino]propyl}-5-methyl-N^^ 

^-{(lS^RJ-HS^-difluorobenzylJ^-hydroxy-S-KS- 
15 methyIbenzyl)ammo]pro^ 

N l -{(lS^l-(3,5-difluorobenzyl)-2-hydroxy-3-[(2- 
phenylpropyl)amino]propyl}-5Hme^ 

NM(lS,2R)-H3,5-difluoroben^^ 
ylmethyl)amino]pn>pyl}^ 
20 N^(lS£R)-l-(3>dmuorobe^^ 

tWeaylmethyl)ainiao]propyl} -5-methyI«N 3 ,N 3 -dipropyIisopbthalamide, 

NMClS^RH-frS-dmuoro 
tetrahydio-l-naphthalenyl)aD^ 

N l -{(lS,2R)-H3,5-dmuorobenzyl)-2-hydroxy-3-[(2- 
25 pyrazinylmetliyl)an^ 

N l - {(1 S^R)~H3,5^fluorobenzy^ 
hydroxypropyl} -5-methyl-N 3 ^[ 3 -dipropylisophthalaniide, 

N l -{(lS£R)-3-[(l,3-benz^ 
hydroxypropyl} -N 3 ^ 3 -dipropylisophthalamide, 
30 N l -{(lS^)-H3,5^uorobQizyI>3-[(3,5-dimethoxyb^^ 
hydroxypropyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N^(lS,2R)-H3,5^uorobenzyl>2-hydroxy^^ 
(trifluoromethyl)ben^ 
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N l -{(lS^H<3,5^uorobe^ 
tetrahy<fro-l-naphthd 

N^(lS^R>-l-(3,5-difluorobenzyl>2-hydroxy-3-{[3- 
(trifluoromethoxy)benzyl]a^^ 
5 N^(lS,2RH<3,5^uorobeixzy^ 
hydroxypropyl}-5-met^^ 

N l -{(lS,2R>H3,5-^uorobenzyl)-2-hydiDxy-3-[(3- 
isopropoxybenzyl)amino]pro^ 

N^(lS£R)-3-[(3-bromoben2yl)a^ 
10 hydraxypropyI]-5-mefliyI-N 3 ,N 3 ^pix)pyUsophtbalamide, 

^-((lS^H^S-dmuorobei^ 
ftayl)methyl]ainino}propyl^^^ 

NM(lS;2RH-(3>dmuoroben^^ 
tetrahydro- 1 -naphtbaleayl)ammo]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
15 NM(lS,2R)-H3,5-difluorobe^ 

tetrahydro- 1 -naph1halenyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N^(lS£RH^3,5^uorobenzyl>2^^^^ 
naphthalenylamino)propyI]^ 

N^(lS;2R)-3^enzylamino)-l-(3,5-^ 
20 meihoxy-^N 3 -dipropyUsophthalamide, ^r- 

N l -[(1 S^)-3-(benzyla3mM^^ 
N 3 ,N 3 -dipropylisophflialaniide, 

N^(lS^R)-3^enzylamino)-H3,5K^^ 
cUoro-N 3 JN 3 -dipropyKsophtbalamide, 
25 N 3 -[(lS,2R)-3^nzylaii^ 

N 5 ^ 5 -dipropyl-3,5-pyridinedicaiboxamide, 

N^(lS,2R>3<benzyIamino>^^ 
fhioro-N 3 ^N 3 -dipropylisophflialamide, 

N 2 -[(lS^)-3-(benzyla^ 
30 ^^^prc^yl^S-thiophenedicai^xaixude, 

^-[(lS£R>3^en2ylam™^ 
N 2 ^ 2 ^propyl-2,4-pyridinedicarboxamide, 

tf-[(lS;ZR>3-{ben2y^^ 
N^^dipropyM,*)- pyrimidinedicaiboxamide, 
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N-[(l S;2R>3^eiizylammo)-^ 
moiphoIinylcaibonyl)benzamide, 

NM(lS£R)-l-ben2yl^ 
dipropyKsophthalamide, 

5 NMClS^RHW-dmuorob 

methoxybenzyI)amino]propyl} -N 5 ^ 5 -dipropylpentanediarnide, 

N l -[(1S,2R>3-{[(1R)-H(be^^^ 
oxoethyl]amino}-l-(3,5-di^^ 
dipropylisophthalamide, 
10 N^(lS,2R>H3,5^uorobenzyl>2-hydroxy-3- {[(lR)-l-(hydroxymethyl)- 

2-(isobutylanmio)-2^>xoe&yl]ainino}propyl)-5-mefliyl-N 3 ^ 3 - 
dipropylisophthalamide, 

N x -[(lS,2R)-l-ben2yl-2-hydroxy-3^eatylamino)propyl]-N 3 ,N 3 - 
dipropylisophthalamide, 
15 N t -[(lS)^K{2-[4-(aminosulfonyl)phenyl]e%l}amino)-l-benzyl-2- 
hydroxypropyl]-N 3 ^ 3 -dipropylisophthalamide, 

N 3 -{(lS,2R)-l<3 > 5nMuorobeii2yl>2-hydroxy-3-[(l,3-1hiazol-5- V 
yImethyl)amino]piopyl}-N^N 5 ^propyl-3,5-pyridmedicaiboxaim 

3-benzoyl-N-{(lS,2R>l-(3,5-dmuorobenzylj^ydroxy-3-[(3^ 
20 methoxybei^l)aniino]propyl}benzaniide, 

N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]pTopyl} [1 , r-biphenyl]-3-caiboxamide, 

N 1 -[(lS,2R)-3^enzylamino)-H3,5-di£hioroben2yl)-2-hydroxypropyl]-N 3 - 
(2-mettioxyefliyl)-N 3 -propylisophthalamide, 
25 N-{(lS^R>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -3-ethoxybenzamide, 

N-{(lS^R>l-<3,5-difluorobearzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-2^iaphthamide, 

N i -{(lS^R)4K3,5^uorobemyl>2-hydroxy-3-[(lR)-U3,4-tetrahydro-l- 
30 naphtbdoiylan^ 

N^(lR)-3-{[3,5^is(trifluorome%^ 
2-hydroxypropyl]-5-methyl-N 3 ^ 3 -^ropyUsophthalamide, 

N^(lS^)-l-ben2ylT3-{[2-fluoio-5<trmiioiome%l)b£myl]anim 
hydroxypropyl^^-diprapylisophthalamide, 
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N^(lS£R)-l-benzyl-3-[&^ 
N 3 ^ 3 ^propylisophthalamide, 

N l <(lS^>14>enzyl-3-{[3-fluoro^(trifh 
hydroxypropyl)-N 3 ^ 3 ^propyUsophthalamide, 
5 NM(lS;2RH-benzyl-3-[(2,5^fcfl^^^ 
N 3 J^ 3 -dipropylisophthalamide, 

N^(lS,2Rj-l-benzyl-3-{[3-fl^^^ 
hydroxyptopylJ-^^-dipropylisophthalamide, 

NM(lS£R)-l-benzyl-3-[(3,4^ 
10 N 3 jNf 3 -dipropylisophthalamide, 

N ! -((lS£R>l-benzyl-3-{[44l™^ 
hydroxypropyl)-N 3 ^ 3 KiipropyIisophthalamide, 

N^(lS;2R)-14>enzy«-{[2^^^ 
hydioxypropyl)-N 3 ^ 3 -dipropylisophthalamide, 

15 N l -((lS,2RH-ben2yl-3^ 

hydroxypropyl)-N 3 ^ 3 ^propylisophthalamide, 

N l -[(lS a 2R>l-benzyl-3<2 3 3^ydro4H-inden-2-ylamm 
hydroxypropyl]-N 3 ^ 3 ^propylisophthalaniide, 

20 N 1 -{(lS)4-beDzyl-2-hydroxy-3-[(3-nitxobenzyO 
dipropylisophthalamide, 

N^(lS;2R>l-benzyl-3-{[3-(d^ 
hydroxypropyl)-N 3 ^ 3 ^propyUsophtiialamide, 

N l - {(lS^)-l-benzyl-3-[(3-e^ 
25 dipropyHsophthalamide, 

N l -((lS^>l-benzyl~2-hydroxy-34[(5-methyI-2- 
pyrazinyl)me%l]amino}propyl)-N 3 ,N 3 -dipropylisoph^ 

N l - {(lS^R>14)enzyl-3-[(3-biomo^fluorobenzyl)aii^ 
hy<froxypropyl}-N 3 ^ 3 ^propylisophthalainide, 

30 

NM(lS^)-H3,5^uorobenzyl)-3^^ 
hy<koxypropyl}-5-methyl-N^^ 

NM(lS^H^3,5^uoroben2y^ 
hydroxypropyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
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N 1 -{(lS^)-H3,5-difluorobenzyl>2-hydroxy-3-[(2- 
phenoxyethyl)anmo]pro^ 

^-{(lS^HS^^uoroben^l^-hydroxy^-tCS- 
isobutox>^eiizyl)airuno]propyl} -5-metJiyl-N 3 ^ 3 -dipropyKsophthalamide, 
5 N^(lS^)-H3,5-difluorobe^^ 

N l -[(lS;2R)-3-{benzylaminoH^ 
methyl-N 3 -propylisophthalamide, 

N 2 -[(lS£R)-3-{ben2ylamino>l-^ 
10 N^N 5 ^ipropyl-2,5-furandicaiboxamide, 

N 3 ^(lS^>l<3,5-dmuorobenzyI>2-hydroxy-3-{[3- 
(trifluoromethyl)ben^ 

N 3 - {(1 S,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(l -methyl- 1 - 
pheny!ethyl)ainino]propyl}-N 5 ,N 5 -dipropylO,5-pyridinedicaA 
15 N^(lS,2R)-3-amino-l-(3,5-<^ 
N 3 ,N 3 -dipropylisophthalamide, 

. N^(lS£R>l-(3 9 5-dmuoroben^ 
hydroxypropyl}-5~me&yl-N 3 ,N^^ 

N^(lS,2R)-l-(3,5-difluorob^ 
20 tetrahydro- 1 -naphthalenyl)amino]propyl} -5-methyl-N 3 ^[ 3 -dipK>pylisophthalaiiiide, 
isomer A, 

N I -{(lS,2R>l-(3,5-dfluoroben2yl>2-hydioxy-3-[(7-m^ 
naphtiialenyl)amino]propyl}-5-^ isomer B, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
25 methoxybenzyl)amino]propyl} -3-(dimethylamino)benzamide, 

N-[(lS^)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)ai^ 
methyl- lH-benzimidazole-5-caiboxamide, 

3-(aminosulfonyfl^^ 
30 methoxyb©ozyl)amino]propyl}-4-cUorobenzamide, 

N- {(1S,2R)-1 -benzyl-24iydroxy-3-[(3-me^ -3- 
cyanobenzamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-mefc^^ 
chloro-3-nitrobenzamide, 
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methyl 3-[({(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzy])amino]propyl} amino)carbonyl]-5-nitrobenzoate, 

tert-butyl 3-[({(lS,2R>l-benzyl-2-hydit>xy-3-[(3- 
methoxybenzyl)amino]propyl} amino)carbonyl]phenylcarbamate, 
5 N-[(lS;2R)-l-benzyl-2-hydro^ 

dioxo-9, 10-dihydro-2-anthranc^ylcaiboxamide a 

N-[(lS^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm 
l,2,3-benzotriazole-6-carboxainide, 

N- {(1 S^R)-1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)anm 
10 methyl-5^xo^,5^Iihydro4H-pyra^ 

N- {(1 S,2R>1 -benzyl-2-hydioxy-3-[(3-methoxybe^ -1H- 
indole-5-carboxamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm 
fluoro-5-(tri£luoromethyl)benzamide, 
1 5 N^(l S£R>1 -benzyl-24iydro^ -3- 

(trifluoromethyl)benzamide, 

N-{(1 S£R)-1 4>en2^-2-hydroxy-3-[(3^ 
(butylamino)beiizamide, 

N-{(1 S,2R>1 4>enzyl-2~hydrqxy-3-[(3-me^^ 
20 (triflubromefhoxy)benzainide 5 

N- {(1 S,2R)- 1 -bei^l-2-hy droxy-3~[(3-methoxybenzyl)amino]propyl} -3 ,5- 
dimefhoxybenzamide, 

N-{(lS^R>l-benzyI-2-hydroxy-3^ 
dimethylbenzamide, 
25 N-{(lS^R>l-benzyl-2-hydroxy-3-[(3-me1hoxybenzyQ 
difluorobenzamide, 

N-{(lS^R)-l-ben2yl-2-hydroxy-3-[(3-methoxybenzyl) 
dichlorobenzamide, 

N-{(lS,2R)-l-benzyl-2-hydn>xy-3-[(3-methoxybenzyl)amm^ 
. 30 (benzyloxy)benzamide, 

N-{(lS,2R)-l-beazyl-2-hydroxy-3-[(3-methoxyben^ 
benzodioxole-5-carboxamide, 

3^acetylamino>N^^ 
methoxybenzyl)aixiino]propyl}benzarnide, 
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4-(acetylamino)-N-{(lS^R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl) amino]propyl} benzamide, 

N 1 K(lS,2R>H3,5-difhiorobenzyl)-3-{[(3,5-dime1iiyl-4- 
isoxazolyl)me1hyl]aniino}-2-hydroxypropyI)-5-methyl-N 3 ^ 3 - 
5 dipropylisophthalamide, 

^-{(lS.lRJ-l^^-difluorobenzy^-hydroxy-S-tCS- 
phenylpropyl)airdno]propyl}-5-methyl-N 3 ^ 3 -dipropyHsophti^ainide, 

^-{(lS^J-HS^^UflucrobenzyQ-S-KS-jR^lmethy^amino]^- 
hydroxypropyl} -5-methyl-N 3 ^ 3 -dipropyIisophthalamide, 

10 ^-{(lS^RH^S^uorobeir^l^-hyd^ 
framylmethyl)aiiiino]propyl}-5-methyl^^^ 

N^(lS;2R)-H3,5^uorobenzyl)-2-hydimy^^^^ 
propoxybeaizyl)amino]propyl}-5-me1byl-N 3 ^ 3 KlipropyUsophtbalam 
^-{(lS^-KS^-difluorobenzyl^-hydroxy-S-Kl- 
1 5 pyridinylmethyl)amiiio]propyl} -5-methyl-N 3 ^N 3 -dipxopylisophthalamide, 

N 1 -[(lS,2R)-3-(benzylamino)-l-(3,5^uorobenzyl)-2-hydroxypropyl]-5^ 
hy<Jroxy-N 3 ^ 3 ^propybsophthalamide, 

N^lS^RH-^S-difluorobenzyl)^^ 
methylphenyl)ethyl]amino}prDpyl)-5-^ 
20 N 1 -{(lS^R>H3,5^uorob^i)-2^hydroxy-3-[(lS)-U,3,4-tetr^ 
n^hthalenylamino]propyl}-5-methyl-N 3 ^ 3 -K%ropyUsophthalamide, 

N 1 -{(lS^R)-H3^^uorobeii^l)-3-[(2,5-dime%lbenzyl)amino]-2- 
hydroxypropyl}-5-methyl-N 3 > N 3 -dipropylisophttialamide, 

N^KlS^-S-iP^moro-S^trifluoromethyObenzylJaiiiinoj-l-CS^- 
25 difluorobenzyl)-2-hydroxypropyl]-5-^ 

N 1 -{(lS^R)-H3,5-^uorobenzyl)-2-hydroxy-3-[(2-hydroxy-5- 
mdhylben^l)aiirino]propyl}-5-me^ 

N^(lS^R>l-(3,5-difluorobenzyl>2-hydroxy-3-{[(lS,2R)-2-hydroxy-2,3- 
clihydro-lH-inden4-yl]amino}piopyl)-5-m 
30 N 1 -{(lS,2R>1^3,5Kimuoiobeiizyl)-3-[(lR)-23-daydio-lH-inden-l- 
ylaminb]-24iydroxypropyl}-^^^ 

5^bloio-N 1 -{(lS,2R)-l-(3,5wiifliiorobemyI)-2-hydioxyO-[(l-methyl-l- 
pheny!ethyl)airdno3propyl}-N 3 ^ 3 -dipropylisophthalainide, 
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N l -[(lS^)-3-[(l-benz»f^ 
hydroxypropy 1] -5-methyl-N 3 ^ 3 -^propylisophthalainide, 

difluorobenzyI)-2-hydroxypropyl^^^ 

5 

N^(lS,2R)4-(4-fluorobenz^^^ 
5-me&yl-N 3 ^ 3 ^ropylisoph1halamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxyben2^ 
[butyl(butyryl)amino]-5-meftylbenzainide, 
10 N 1 -{l-benzyl-2-hydroxy-34(3-methoxybenzyl)amino]propyl} -4-methyl- 

N 3 ,N 3 -dipropylisophthalaiiiide, 

N 3 - {l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]pr^ -4-methyl- 
^^-dipropylisophthalamide, 

N^{(lS,2R)-l<3,5-(Muon)benzyl>2-hydroxy-3^ 
1 5 methoxybenzyl)aniino]propyl} ^methyl-N 3 ^ 3 -dipropylisophthalamide, 

N- {( 1 S,2R>- 1 -benzy I-2-hydroxy-3 -[(3 -methoxybenzyl) amino]propyl} - 1 - 
butyl-lH-indole-6-carboxamide, 

N 1 -[(lS^R)-3-anilino-l-(3 J 5^£luorobeiizyl)-2-hydn)xy^ 
N 3 ,N 3 -dipropylisophthalamide, 
20 54>romo-N^(lS;2R)-3-[(3-bro^^ 

hydroxypropyl]-N 3 ,N 3 ^ipropyUsophthalamide, 

N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amiao]propyl} -4-methylpentanamide, 

N-{(lS£R)-H3,5Kim^^ 
25 iodoben2yl)amino]propyl} -3-methylpentanamide, 

NM(lS,2RH<3,5^uorobenzy^^ 
hy<froxybenzyl)ammo]pro^ 

N 1 - {(1 S,2R>l-benzyI-2-hydroxy-3-[(3-methoxyben^ 
cyano-N 3 J^ 3 -dipropylisophthalamide hydrochloride, 
30 N 1 - {(lS^)-l-benzyl-2-hydioxy-3-[(3-methoxybenzyl)am 

N 3 ,N 3 ^propyl-13,5-benzenetricarboxamide, 

1- N-{(lS,2R)-H3,5^fluorobe^^ 
iodobenzyl)amino]propyl} -5K)X0-5-(l-piperi trifluroacetate, 
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5-(aminosulfony^^ 
me±oxybetozyT)ainmo]pitopy\} -N^-dipropylisophthalamide, 

N 1 - {(lS,2R)4-benzyl-2-hydroxy-^^ - 
N 3 Jtf 3 -dipropyl-5-(l -pyirolidinylsulfonyl)isophthalainide 9 
5 N l - {( 1 S,2R> l-benzyl-2-hydioxy-^^ 

[(methylamino)sulfo^ 

N l - {( 1 S 3 2R>l-ben2y]-2-hydro^ -5- 
[(dimethylamino)sulfo^^ 

N- {(1 S J2R)- 1 -benzyl-2-hydroxy-3-[(3 -methoxybenzyl)amino]propyl} -2- 
10 methy 1-3 -(methylsulfonyl)propanamide, 

N- {(1 S ,2R)- 1 -benzyl-2-hydroxy-3-[(3-methoxybenzyl)amiiio]propyl} -3 - 
(methylsulfonyl)propaiiainide, 

2-amino-N-{(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxyben2yl)amino]propyl} -1 ,3-thiazole-4-caiboxamide, 
15 N-{(lS^)-l-benzyl-2-hydro 
(methylsulfonyI)pentanamide, 

N 1 - {(1 S,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm -N 4 - 
phenylsuccinamide, 

(3R)-lSI 4 -{(lS^R)-l-beiizyl-2-hydn)xy-3-[(3-m^ 
20 2,2,3-trimethyIbutanediamide, 

N- {(1 S^R>l-ben2yl-2-hydroxy-3-[(3-methoxybenz^ 
[(dijm>pylamino)sulfonyl]propanainide, 

^-{(lS^RJ-l-benzyl^-hyckoxy-S-fCS-metboxyben^ 
N 5 ,N 5 -dipropylpentanediamide, 
25 N- {(1 S^R)-l-ben2yl-2-hydro^ } -4- 

oxo-4-{l-piperidinyl)butanainide, 

N l - {(lS,2R)4-benzyl-2-hydroxy-3-[(3-metto - 
N^^^propylsuccinamide, 

N-{(lS,2R)-l-beiLzyl-2-hydroxy-3-[@^ 
30 oxo-5-(l-piperidinyl)pentanamide, 

N^(lS,2RH-benzyl-2-hydro^ 
phenylpentanediamide, 

N- {(lS;2R>l-benzyl-2-hydroxy^ -3,3- 
dimethyl-4-oxo-4-( 1 -piperidinyl)butanamide, 
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N-{(lS^H-benzyl-2-hyd^ 
(isopentylsulfonyl)butanamide, 

N l -{(lS^)4-benzyl-2-hydroxy-3-[(3-methoxybenz^ 
dimethyl-^^^propylsuccinamide, 
5 N-{(lS^R>l-benzyl-2-hydioxy-3-[(3-methoxyben2yl)anm 
[(dipropylaniino)sulfoiiyl]butanamide, 

N-{(lS^>l-benzyl'2-hydroxy-3-[(3-methoxyben2^ 
[(methylamlino)sulfonyl]butanamide, 

N-{(lS^RH-benzyl-2-hydroxy^ 
10 [(me%lamlmo)sidfc 

N-{(lS^R>l-ben2yl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}acetoniide, N- {(1 S,2R> 1 -benzyl-2-hydroxy-3 -[(3- 
methoxybenzyl)amino]propyty^^ 

N-{(lS;2RH<3,5^uorobe^ 
15 iodobenzyl)ammo]propyl}-5K>x^ 

N-{(lS,2R)4-benzyl-2-hydroxy-3-[(3-iodobenzyl)anm 
(1 -piperidinyl)pentanamide and 

N-{(lS,2R)-l-(3,5-difluorobe 
iodobeELzyl)amino]propyl} -3-[(dipropylamino)sulfonyl]propanamide > 
"20 N l -{(lS,2R)-l^enzyl-2-hydroxy-3-[(3-methoxybenzyl)ai^ 
ethyl-N 3 ^ 3 -dipropylisoph&alamide, 

N l - {(1 S,2R)4 -benzyl-2-hydroxy-3 -[(3 -methoxyb enzyl)amino]propyl} 
isobutyl-^^-dipropylisophthalamide, 

N l -{(lS s 2R)4-benzyl-2-hydioxy-3-[(3-methoxybenzy^ 
25 t^-butyl-N 3 ^ 3 -dipropylisophlhalamide, 
N^lS,2RH-benzyi-2-hyto^ 
propylisophthalamide, 

N^(lS^H-(3,5Kimuoroben^^^ 
methoxybenzyl)amino]p^ 

30 N^tflS^H-benzyW-ty^ 
N 3 ,N 3 -dimethyl-N 5 ;N 5 ^ 

NM(lS,2R)-3-amk(>44)ei^ 
benzenetricarboxamide, 
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N^(lS>2RH-benzyl-2-hydroxy-3<isope^^ 
1,3,5-benzenetricaiboxamide, 

N^(lS,2RH-benzyl-2-hyto 
propyl- 1,3,5-benzoietricarboxaniide, 
5 ^-{(lS^R)4-Ben2yl-2-hydroxy-3^(3-methoxy^ 
[butyiyl(propyl)ainino]-5-methyIbenzam 

N- {(1 S,2R>l-benzyl-2-hydioxy-3-[(3-me^^ - 1- 

propyl- 1 H-indole-6-carboxamide, 

N-{(1 S^R^l-CS^-difluorobenzyO^-hydroxyO-KS- 
10 methoxybenzyl)amino]propyl}-l-pro^ 

N^lS^RH^Himuorobenzyl)^^ 
hydroxypropyl} -5-metiiyl-N 3 ^ 3 -dipropylisophthalainide, 

N^(lS^)-3-[(3-aminoben2yl)a^ 
hydroxypropyl]-5-methyl-N 3 ,N 3 ^propylisophthalaim 
15 N-{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydioxy»3-[(3- 
iodobenzyl)amino]propy 1} octanamide, 

N 3 -[(lS,2RM^3,5^uon>b^ 
(trifluoromethyl)phenyl]et^ 

pyridinedicarboxamide, ' 
20 N l -[(lS,2RHK3>5^uoro^^ 

(trifluoromethyl)phenyl]ethyl} amino)propyl]-5-methyI-N 3 ,N 3 - 
dipropylisophthalamide, 

N 1 -((lS,2R)4-(3,5^uorobenzyl)-2-hydroxy.3-{[ 
dihydro-lH-indm-l-yl]amino}propyl)-5-methyl-N 3 ^ 
25 N 1 -{(lS^>l-(3,5^fluorobCTzyl)-3-[(lR).23^ydio4H-M 
ylamino]-2-hydroxypropyl}-5-m 

N-{(lS^)-l«(3,5^uorobenzyl)-2-hydroxy-3-[(3- 
iodoben^l)amino]propyl}-3-mefhyIbenzamide, 

N^(lS,m>l-{3,5-dmuoK>be^ 
30 ylamino)propyl]-5-methyl-N^ 

N^(lS,2R)-l-(3,5Kli£luorobenzyl>2-hydroxy-3-{K 
5-methyIcyclohexyl]amino}pro^ 

N^niiaUyl-S^Mon^N 3 -^ 
methyl-l-phenylethyl)ai^ 
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* N^^aUyl-S^Moro-N^ 
methyl- 1 -phenylethyl)arriino]propyl} isophthalamide, 

N 3 -{(lS,2R>l-(3,5-dmuorobe^l>2-hydroxy-3-[(l- 
phenylcyclopentyl)aminolpiopyl} -N 5 ^ 5 -dipropyl-3^-pyridinedicaiboxamide, 
5 N 1 -{(lS^>H3,5KimuorobenzyI>3-[(3-etbylben^ 
hydroxypropyl}-5-methyl-N^ 

N^(lS,2R>H3,5-dmuoioben^^ 
hydroxypn>pyl>5-methyl-N 3 ^ 

N l <(lS^>M3,5-dmuorobei^ 
10 fuiyl)methyl]amiDo} -2-hydroxypropyl)-5-methyW^ 

N 1 -{(lS^R)-H3,5Kimuoroben2yl>2-hydroxy-3-[(L- 
phenylcyclopentyl)amino]pro^^ 

N l -[(1 S^R>3^cyclopropylamino)-l-(3,5-^uorobenzyl)-2« 
hydioxypropyl]-5-methyl-N 3 ^ 3 ^propyUsophthdamide, 
15 N4(lS£R>3-[(cyclopropylme%0 
hydroxypropyl]-5-methyl-N 3 ,N 3 -^^ 

N^(lS,2RH<3,5-difluorobe^ 
iodoberizyl)amino]propyl}-N 5 ^ 

N 3 -{(lS£R)-l-p,5KM^ 
20 hydroxypropyl}-N^N 5 -dipropy^ 

N l -{(lS^>l-(3,5-difh^^ 
fiiranylmethyl)ai^ 

N 3 -{(lS^>H3,5^uoroben2yl)-2-hydroxy-3-K 
phenykyclopropyl)ami^ 
25 NM(lS^)-M3,5-<MuoK)be^ 
azepanyl)amino]piopyl}-5-^ 

N^tflS^-l^S-dmuorobe^^^ 
ftiryl)methyl]amino}piopyl^^ 

N 1 K(lS^R)4<3,5-(Muorobenzyl>2-hydroxy-3-{[(2S)-tet^ 
30 finmylmethyl]amino}propy 

5-chloio-N 1 -{(lS^R>H3,5^uorobenzyl)-2-hydroxy^ 
phenylethyl)amino]pr^ 

NM(lS,2R^M3,5^uon>beii^ 
isopropeny!berizyl)amino]propyl} -S-melhyl-^^^piopylisophthalamide, 
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N l -{(lS»l-(3,5Kiffluorobe^^ 
propoxyethyl)amino]propyl} -5-me^yl-N 3 ^ 3 -dipropyUsophthalaraide, 

N4(lS,2R)-l-(3,5^fluorobem^ 
mefhyl-N 3 ^ 3 ^prc^ylisophthalamide, 
5 . N-{(lS,2R>H3,5^fIuoiob<^ 

iodober^l)amino]propyl} -4-(3 -methyl-5 -oxo-4,5-dihydro- 1 H-pyrazol- 1 - 
ytybenzamide, 

methyl 4<{[(2R,3S>4-(3,5-di£luoiDphenyl)-3-({3- 
[(dipropyIamino)carbonyl]-5-methylbenzoyl} amino)-2- 
10 hydroxybutyl]amino}methyl)benzoate, 

N^(lS,2R)-l-(3,5-difluoro^ 
methoxye1hyl)ainino]propyl}-5-m 

N 1 - {(lS^R>H3,5-difluorob€nzyl)-2-hydroxy-3-[(5- 
isoxa2»lylmethyl)amino]propyl}-5-methyl-N 3 ,N 3 ^propyUs 
15 (1R,2R>N 1 - {(lS,2R>H3,5Hdifluorobenzyl>2.hydroxy-3-[(3- 

1 2 1 

iodobenzyl)amino]propyl}-N ,N -dipropyl-l^-cyclopropanedicarboxanude, 

N 3 <(lS,2R>l-(3,5^fluorobenzyl)-2-hydroxy-3-{[(2S)4e^ 
furanylmethyl]amino}propyl)^ 

^-{(lS^l^.S-Klifhio^ ; 
20 methoxybenzyl)amino]propyl} -5-methyl-N ,N ^-dipropylisopbthalamide, 

N l -{(lS 3 2R>l-(3,5^uorobenzyl>2-hydroxy-3-[(3- 
isopropylbenzyl)amko]pro^ 

4^utyrylamino)-N-{(lS,2RH^ 
iodoben2yl)amino]propyl}beiizamide, 
25 N^(lS,2R)-3-[(3-ammo-3^xopr^ 

hydboxypropyl]-5-methyl-N 3 ,N 3 ^pn>pylisophthalaniide, 

N 3 -[(lS 3 2R)-3-(benzylamino)-H3,5-difluoroben^ 
N 5 ^ 5 ^iipropyl-3,5-pyridinedicaiboxamide 1-oxide, 

N^^lS^HS^Kimuorobenzyl^hydroxy^-K^ 
30 io(tobenzyl)amino]propyl}-5^^ 

N l -{(lS^R)4^3,5^uorobenzyl)-2^hydroxy-3-[(7^^ 
2-ylmethyl)amino]propyi}-5-me^^ 

N^(lS,2R)-H3,5HiifluoiT>ben^^ 
hydroxypiopyl}-5^ 
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N^(lS^R)-H3,5^uorobeix^l>24iydn)xy-3- {[(2-methyl-l,3-thiazol-5- 
yl)meihyl]amino}propyl)-5-m^^^ 

N l <(lS,m>H3,5^fluoiobenzyl)-3-{[(2-ethyl4^ 
yl)methyl]amino}-2-hydroxy^^^ 
5 N^(lS,mH^3,5^uorobenzyl^ 
oxoazepanyl]amino}propyl>5-methyl^^ 

N l ^(lS^)-3<cyclobutylan^^ 
5-me1hyl-N 3 ^ 3 ^propylisophthalamide, 

N l -[(lS,m>3<butylamino)-l-(3 > 5-difluorobenzyl)-2-hydio 
10 ethynyl-N 3 ^ 3 Klipropylisophthalamide, 

NM(lS,2RH<3,5^uoiobenzyl)-3-^ 
hy<fcx>xypropyl}-5^thynyl-N^ 

N^(lS,m)-H3>difluorobenzyl)-3^ 
5-methyl-N 3 ,N 3 -dipropylisophtha1amide y 
15 N 3 -((lS^)-lK3,5^fluorobenzyl)-2-hydroxy-3-{[(5-me^ 
ftoyl)methyl]amino}propyl^^ 

N l - {(lS,2R)-l<3,5^uon)benzyl)-2-hydroxy-3-[(l^ 
phenylethyl)amino]propyl}-N^^^ 

N ! -((lS,2RH-(3>difluor^^^ 
20 2-hydroxypn>pyl)-5-methy^ 

N^CClS^H^S-dmuorobm^ 
isoxazolyl)methyl]amino}pro 

N^ftlS^RH-frS-difluorobe^ 
5-yl)methyl]amino}piopyty^^ 
25 N-{(lS;ZRH^3,5^uoroben^ 
hydroxypropyl} -3-[(<hpropylammo)s^ 

N I -{(lS,m)-l-benzyi-2-hydroxy-3-[(2^henylethyl)^^ 
dipropylisophthalamide, 

N^(lS,mH-benzyl-3-{[2^2^^ 
30 hydroxypropyl)-N 3 ^ 3 ^propyUsophthalamide, 

N 1 <(lS,2R)-l-benzyl-2-hydroxy-3-{[3-(2«oxo-l- 
pyxrohdinyl)propyl]amino}^ 

N^ftlS^H-benzyl-S-Kcycto^^^ 
^^-dipropylisophthalamide, 
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N4(lS,2R)-l-benzyl-3^cycI^^^ 
dipropylisophthalamide, 

N I -{(lS,2R)-l"beiizyl-2-hydn)xy'3-[(2K)xo-3-azepanyl)air^ 
N 3 ^ 3 -dipropyKsophfhalamide, 
5 !H(lS,2R>3^enzyIamino)-H3,5^ 
(butylsulfonyljbenzamide, 

N^(lS,2RH-benzyl-3-({2-[(2^ 
hydroxypropyl]-N 3 ,N 3 -dipropylisophthalamide, 

N^lS^RH-benzyl^y^^ 
10 inden-l-yl]amino}propyl>N 3 ^ 3 ^propylisopbfhalamide, 

N^QS^RH-benzyl^Jiytto^ 
hychx>xyphenyl)ethyl]ami^ 

N l -[(lS,2RVl-benzyl-3<cyclobeptylamino)-2-hydrox^ 
dipropylisophthalamide, 
15 N l -{(lS;2R)-l^enzyl-3-[^ 

hydmxypropyl}-N 3 ,N 3 -dipropyhsophtiialainide, 

NM(lS,2R)-l-benzyl-3-[(2-flu^^ 
dipropylisophthalamide, 

N-{(lS,2R>l<3,5^fiuorob^ : ; - 

20 methoxybenzyl)amino]propyl}-3-(^ 

N-{(lS^R>lK3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-l-n^)hthamide, 

N 1 -[(lS,2R>l-ben2yl-3<{2-[({5-[(dimethylamin^^^ 
furyl}methyl)sulfanyl3ethyl} amino)-2-hydroxypropyl]-N 3 JST 3 - 
25 dipropylisophthalamide, 

N 1 -[(lS,2R>l~benzyl-3-({2-[(2-chloro-6- 
fluorobenzyl)sulfanyl]ethyl} 
dipropylisophthalamide, 

N x -[(lS,2R)-3-[([l,r-b^^ 
30 2-hydroxypropylJ-SHmelh^ 

N l -[(lS^R)-l<3,5^fluoroben2yl>2-hydroxy-3^1-nap 
S-methyl-^^-dpropylisophthalamide, 

N l -{(lS,2RH<3,5^uoroben^^^ 
ylmethyl)amino]propyi}-5-methy^ 
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N^(lS,2RHK3,5^uoiob<^ 
5-yl)mdhyl]ammo}pro 

N^(lS,2RH^3,5-difluorobei^ 
2ort)niethyl]ammo}propyl^^ 
5 N^(lS,2R)0-{[(2-butyl^cMoi^^ 
difluorobenzyI)-2-hydrox 

N^(lS,2R>3-{[(6^MoroM^ 
(3,5-difluorobenzyl)-24iydro^ 

N^(lS,2R>K3>difluorob^ 
10 beozimidazol-2-yl)^ 

N^(lS£RH^3,5-difluoroben^ 
naphthyl)methyl]amino}pTopy^^ 

N^(lS,2RH~(3,5-difluoroben^^ 
yl)metiiyl]amino}propyl)^^ 
15 ^-((lS^RH-p^-difluorobe^ 
dihy<fro-lH-pyrazol^yl)metty 
dipropytisophthalamide, 

N^(lS£R)-3<{[5^yano-6<me%^ 
(3,5-difliK>roben^ 
20 [5^{[(2R,3S)^3,5^uorophenyl)-3^^ 

methylbenzoyl} amino)-2~hydroxybutyl]a™no}methyl)-2-fliryl]methyl acetate, 

N l -[(lS^)-3-[(14Denzofuran-3-ylmethyl)amm 
hydroxypropyl]-5-methyl-N 3 ,N 3 ^propylisoph1lialaimde, 

methyl 4-({[(2R,3S)-4-(3,5-difluorophenyl)-3-({3- 
25 [(<tipropylamino)caibony]]-5-m 
hydroxybu1yl]amino}methyl)-^^ 

N l -[(lS^R>H3,5^uorobenzyl)-2-hydroxy-3K{[l-(p^ 
pym>l-2-yl]methyl}am™ 

N^ClS^-H^-difluo^ 
30 yl)methyl]amino}propyl)-5-methyl^^^ 

N^(lS;2R)-3-{[(4^oro-l-me%^^ 
(3,5-<iifluoroben2yl)-2-hyto 

N^(lS,2RH^3,5Hiifl™^^^ 
4-yl)metbyl]amino}-2-hydroxypropyl)-5-methyl-N J$ -dipropylisophthalamide, 



WO 02/02512 PCT/US01/21012 

593 

N l -[(lS^R)-3-{[(5^Uon^ 
yl)methyl]ammo}-H 
dipropylisophthalaniide, 

N^(lS^H<3,5^fluoroben^ 
5 yl)methyl]ainino}piopyl)-5Hm^ 

N 1 -[(1S,2R)-3-{[(5k;Mo^ 
24iydioxypiopyl]-5-methyl-N 3 ,N^^ 

N^(lS,2R)4^3,5^uoroben2yl>2-hydroxy-3-{[(3-phen^ 
thienyI)methyl]aniino}propyl)-5H^ 
10 N ! -{(lS£RH-(3,5-dffluorobe^ 
quinolinylmethyl)amino]prop^^^ 

NM(lS^R>M3,5-difluoroben^^^ 
quinolinylmethyl)amino]propyl}-5-^ 

N 1 K(lS,2R>l-(3,5^fluorobenzyl)-2-hydioxy-3-{[(l-me%14H-^ 
1 5 yl)methyl]amino}propyl)-5-methyl^ 

N^(lS,2R)-3-{[(l^eii2^ 
difluorobenzyl)-2-hydroxypr^^ 

N l ~((lS,2RH^3,5-difluoro^ 
yl)methyl]amteo}propyl)-5-m^ 
20 NM(lS,2R)-l-(3,5Hdto 
methylphenyl)sulfonyl]-lH-in^^ 
dipropylisophthalaniide, 

N^(lS;2R)-3-{[(2-butyMH-^^ 
difluorobenzyl)-2-hydroxypropy^ 
25 methyl 3^{[(2R,3S)-4K3,5-<Ji£hiorophenyl)-3-({3- 

[(dipropylamino)carbonyl]-5-methyIbenzoyl} amino)-2- 
hydioxybutyl]amino}methyl)-lH-indole^-caiboxylate, 

3-[({(lS,2R>l-ben2yl-2-hy<hoxyO-[(3-methoxybenzyl)ainm 
amino)carbonyl]-5-I>u1yl(butyryl)amino]ben2^ diethyl phosphate, 
30 N 1 - {(1 S;2RH-benzyl-2-hydroxy-3-[(3-me 

(cyanomethyl)-N 3 ^ 3 ^propylisophthalamide, 

N 1 - {(1 S^H-benzyl-2-hydroxy-3-[(3-me&^ 
(hydroxymethyl)-N 3 ^ 
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N 1 - {(1S,2R}- 1 -benzyl-2-hydroxy-3-[(3-mdhox^ -5- 
ethynyl-N 3 ^-dipropylisophthalamide, 

NM(lS,mH-benzyl-2-hydroxy-3^ 
dipnjpyl-S-prop-l-ynylisophthalaniide, 
5 N l -((lS^R>l-benzyl-2-hydroxy.3-{[3- 
(trifluorome1hyl)benzyl]a^^ 

N ! -{(1 S,2R)-l^eaizyl-2-h^ 
ethynyl-N 3 J^ 3 -dipropylisophthalamide, 

N^{(lS,m)-14)€n2yl-3-[(3-fluon)ben2yl)amin 
10 ethynyl-N 3 ^Sf 3 -dipTopylisophthalamide, 

N 1 - {(1 S,2R)- 1 -benzyl-2-hydroxy-3 -[(3 -methoxybenzyr)amino]propyl} - 
N 3 ,N 3 ^propyl-5-(8-quinolinyI)isophflialamide s 

N 3 - {(1 S,2R)-l-beiizyl"2-hy(koxy-3-[(3-methoxybenzyI)ainin -4- 
methoxy-N 5 ,N 5 -dipropyl[l , 1 -biphenyl]-3,5-dicarboxaniide, 
15 N 3 -{(lS,2R)-l-(3,5-di£luorobenzyl)-2«hydroxy-3-[(3- 

methoxybenzyl)amino]propyl} -N^l^-dipropylfl , 1 r -biphenyl]-3,5-dicarboxamide, 

N 3 -{(lS^R>l-benzyl-2-hy<koxy-3-[(3-mefhoxybenzyl)anm 
^^-dipropylfljr-biphenylJ^S-dicarboxairude, 

N 3 - {(1 S>2R)- 1 -ben2yl-2 : hydroxy-3-[@^ 
20 [(dimelhylammo)sulfo^ 

N 3 -{(lS,2R>l-ben2yl-2-hydro^^ 
[(dimethylamino)s^ 

N 1 -{(lS,2R)-l-benzyl-2-hy(froxy-3-[(3-methoxyben2yl)amm 
N 3 ^ 3 ^propyl-5-(3-thienyl)isophthalamide, 
25 N-{(lR^R)-l<3,5^fliiorobenzyl)-2-liydroxy-3-[(3- 

methoxybenzyl)amino]pTopyl} -3-methyl-5-pentanoylbenzamide, 

N l K4-hydroxybuty^ 
methoxyben2yl)amino]p^^ 

^-{(lS^RH-hydroxy-K^hydioxybenTy^S-tCS- 
30 methoxybenzyl)ammo]pro^ 
propylisophthalamide, 

NM(lS^>2-hydroxy4<4^^ 
methoxybenzyl)amino]propyl} -5-methyl-N 3 Js[ 3 -dipropylisophthalamide, 
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N^(lS,2R>l-benzyl-3-tf^^^ 
hydroxypropyl)-5-methyl^ 

N'K(lS;»>l-be^-2-hy^^ 
methylphenyl)propyl]ainte^ 

5 N 1 -{(lS^>l-ben2yl-2-hydroxy-3-[(3-methoxyben^ 

methyl-N 3 ^ 3 ^propylisophthalamide, 

N-{(lS^>l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)ainm 
dioxo-2-propyl-5-isoindolinecaiboxamide, 

N-{(lR^2R)-l-benzyl-2-hydro^ 
10 bromo-5-methylbenzanride, 

3-bromo-N-{(lS£RHK3>diflw^ 
methoxybenzyl)amino]propyl} -5-methyIbenzamide, 

N 1 - {(1 S,2R)-1 4>enzyi-2-hydr^ -4- 
metiiyl-N^^^jipropyiisophthalamide, 
15 NM(lS,m)4<3,5^iifluorob^^ 
methoxybenzyl)amino]propyl}^-me&^ 

N 3 - {(lS,2R)4-benzyl-2-hydroxy-3-[(3^ -4- 

methyl-N 1 ^ 1 -djpIOpylisophflldamide 9 , - ; \ ^^rf'^'C^'^'^ 

N-{(lS;2R)-l-benzyl-2-hydro^^ 
20 furyl)-5-methylbenzaoiide, 

N-{(lS,2R)4-benzyl-2-hydroxy-3-^ 
3%5,5'-trimetliyl-l,r-biphenyl-3-caiboxainide, 

3 , -Acetyl-N-{(lS^R>l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-5-^ 
25 N- {(1 S^)-l-benzyl-2-hy<toxy-3-[^ -3- 

methoxy-5-methyl[l , 1 , -biphenyl]-3 -carboxamide, 

N-{(lS,2R>14)enzyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
methyl[l , l'-biphenyl]«3-caiboxamide, 

N-{(lS,2R)-l-benzyl-2-hydroxy-3-^ 
30 methyl-5-(2-thienyl)benzamide, 

N- {(1 S ) 2R)-H3 > 5^fliion)benzyl>2-hydroxy-3-[(3-methoxyben^ 
amino]propyl}-3-methyl-5^3-thienyl)benzamide, 
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N-{(lS,2R>H3,5Klifluorob 
propyl}-3-methyl-5-(3-thienyl)benzanride, 

N- {(lS^>l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino^ -4- 
methyl-3-(3 -thienytybenzamide, 
5 N l - {(1 S,2R)- 1 -Benzyl-2-hydroxy-3^(3-methoxybenzyl)amin - 

N 3 ^ 3 ,N 5 ^ 5 4etrapropyto^ 

N 1 -{(lS^>l-(3 > 5-Dmuorobenzyl>34(3^yIbenzyl)amino]^ 
hydroxypropyl} -N 3 ,N 3 -<iipropylbenzene-l ,3,5-tricarboxamide, 

Ethyl 3-[({(lS^R)-l-benzyl.2.hydroxy-3-[(3. 
10 methoxybenzyI)amino]propyl} amino)carbonyl]-5- 
[(dipropylamino)caibonyl]benzoate, 

N 1 -{(lS 5 2R>2-Hydroxy-H4-hydroxyben2yl>3-[(3. 
methoxybenzyl)ammo]pro^ 

N l - {(1 S,2R)- 1 -Benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} - 
15 N 3 ,N 3 nlipropyl-S- {[(trifluon>methyl)sulfonyl]amino 

S-Amino-N^fClS^R^l-benzyl^-hydroxy-S-tCS- 
methoxybenzyl)ainiiio]propyl} -N 3 ^ 3 ^propytf sophthalamide, 

N l -{(lS,2R)-l-Bei^l-2-hydroxy-3-[(3-methoxyben2yO 
N 3 ,N 3 ^ipropyl-5-[(irifluoioacetyl)amino]isophthalaim \.i'r> 
20 N^(lS£R)-l-Benzyl-24iydro^ 

[(me1hylsulfonyl)amino]-N 3 ^ 3 ^propyUsophthalamide, 

N l - {(1 S,2R>1 -Benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin - 
N 3 ^ 3 ^ipiopyl-5-[(tMen-2-yls^ 

N ! -{(lS,2R)-l"Benzyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
25 N 3 ,N 3 ^piopyl-54(thien-2-ylcarbonyl)amino]isophtMam 

N^(lS^R)-l-Benzyl-2-hydro^ 
(methacryloylamino^^^^propylisoph^anude^ 

N^(lS^)-l-BenzyL2-hydn^^ 
[(2£-<^ethylpi?opanoyl)aE^ 
30 N 1 -{(lS,2R)-l-Ber^l-2-hy(koxy-3-[(3-methoxybenzyl)an^ -5~ 

[(phenylsulfonyl)amino]-N^ 

N-{(lS^R>l-bemyl-2-hydroxy-3-[(3-methoxybenzyl)amin 
(methylthio)pentanamide, 
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tert-butyl (2R,3S>3^{3-[(dipropylamino)sulfonyl]- propanoyl} amino)-2- 
hydn>xy^phenyIbutyl(3-methoxybenzyl)caibam 

N- {(1 S,2R> 1 -benzyl-2-hydroxy-3^(3-methoxybeiizyl)amino]propy -3- 
mdhyl-5-[jpiopionyl(propyl)amino]benzainide, 
5 N- {(1 S,2R)-1 -benzyl-24iydioxy-3-[(3-m^ - 1- 

butyl-lH-indole-5-carboxamide, 

N-{(lS > 2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]^ 
bromo-5-methylbenzamide, 

N-{(lS^)-l-b©Q2yl-2-hycfroxy-3-[(3-methoxybenzyl)am^ 
10 ^utyI(propionyl)amino]-5-methylbenzamide, 

N- {(1 S,2R)-1 -b^i2yl-2-hydroxy-3-[(3-methoxybeiizyl)amino]propyl} ~4- 
methyl-l-propyl-lH-indole-6-caiboxamide, 

N- {(1 S,2R)- l^enzyl-2-hydroxy-3-[(3-methoxybenzyI)ammo]pro^ - 1 - 
( 1 -propy lbutyl)- 1 H-indole-6-cafboxamide, 

15 N^lS^RH-benzyl^-ty^ 

yl)methyl]amino}propyI)-5-m^ 

N 1 -{(lS,2R>l-(3,5Kimuorobeiizyl)-3-[(3^%ft 

hydroxypropyl}-N 3 ^ 3 -dipropyl-5- 

{[(trifluoromethyl)sulfonyl]amind}isophth^ 
20 3-[({(lS^R>l-benzyl-2-hydioxy'3-[(3- 

methoxybenzyl)amino]pmpyl}atnino)c^Aonyl]-5- 

[(dipropylamino)carbonyl]benzoic acid, 

NMClS^H^S^uorobe^ 
hydroxypropyl} -N 3 ,N 3 ^propyl-5-prop-l-ynylisophthalamide, 
25 N- {(1 S;2R)-l-benzyl-2-hydroxy-3-[(3^ -2- 

(<Mpropylamino)isonicotiiiatnide, 

N-{(lS^>K3 s 5^uorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)ammo]piopyty 

^-{(IS^HS^-dmuorobenzyl^-hydroxy-S-KS- 
30 iodobenzyl)amino]propyl} -4-hydroxy-N3 -methy lisophthalamide, 

N-{(lS^>H3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amko^ 

5-(aminosulfo^^^ 
iodobenzyl)amino]pro^^ 
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N-{(lS^R)-l-{3,5-difIuon)benzyl)-2-hydroxy-3-[(3- 
iodoben2yl)amino]propyl} -4-hydroxy-3 -(pyrrolidin- 1 -ylcaibonyl)benzamide, 

N-{(lS,2R)-H3,5-^uoiobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -2-[(methylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 

5 NMttS^RH-foS-difluoro^ 
methoxybenzyl)amino]propyl}-5«^ 
dipropylisophthalamide, 

NM(lS£RH<3,5^fluorobenzy^^ 
metkoxybenzyl)an±iojp^ 
10 3-(cyclohexylcaibonyl)-^ 

methoxybenzyl)amino]propyl} -5-methylbenzamide, 

N 1 -{(lS^R>K3,5-difluorobenzyl)-2-hydroxy-3<[(3- 
methoxybenzyl)amino]propyl}-5-meft^ 
3-[cyclohexyl(hydrc>^^ 
15 hydroxy-3-[(3-metiioxybenzyfy 

NMClS^RH^S^ifluorobe^ 
hyd]mypropyl}-5^4Hmethyl-U^ 

N 3 -{(lS,2RH<3>difluorob^ 
hydroxypropytyvN^N^pr^^ 
20 r - N^lS^RH^S^fluoroben^ 
oxadiazol -5-yl)methyl]amino}propyl)-5-^^ 
N 3 -{(lS£RM<3,5^uoroben^^ 
hydroxypropy IJ^jN^propylpyridine-SjS-dicarboxamide, 
N 3 -{(lS^R>l<3,5Kimuoroben2yl>2-hydroxy-3-[(^ 
25 isopropylbenzyl)amino]pn^ 

N l <(lS£RW3,5^uorobenzyl)^^^^ 
ynyl)benzyl]amino}piopyl>5-me1hyl-N 3 ,N 3 

l-{3-[({(lS^>K3 s 5^uorob<^ 
hydroxypropy l}amino)carbonyl]-5-methyIbe^ 
30 N l -{(lS,2R)-H3,5^fluoroben^^^ 

hyckoxypropyll^-isopropyl-S-melhyUsophliialanude, 
N^lS^H^3,5^uon>benzyl>3-[(3^y^ 
hydroxypix>pyl}-N 3 ^1hyl-^ 
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N l -{(lS£RM<3,5Kiifiuoro^^ 
hydroxypropyl} -N 3 3 5-dimethyl-N 3 -prop-2--ynylisophthaIamide 3 

NM(lS^HK3,5^ftaorobei^ 
hydioxypropyl}-N 3 -isobutyl-5-methyIisophthalamide, 
5 N^sec-butyI)-N 3 -{(lS^>^^ 
ethylben2yl)amino]-2-hydro 

N^butyl-N^ftlS^RH-frS^^ 
hydroxypropyl} -5-methylisophthalamide, 
N 1 - {(lS,2R)-l-(3,5^uorobe^ 
10 hydroxypropyl} -N 3 ,N 3 -diethyl-5-metiiyIisophthalaiiiide, 
N^(lS^)-H3,5^uorobeiizyl)^^ 
hydroxypropyl} -N 3 ,5^iiinethyl-N 3 -propylisophthalainide, 

NM(lS£RH<3><^orobenzy^^ 
hydroxypropyl} -N 3 4sopropyl-N 3 ,5-4imethyUsophthalamide, 
15 N^bulyl-N 3 -^^ 

hydroxypropyl) -N\5niiine1hylisophthalaiDide, 

NM(lS£RH<3,5^fluorobe^ 
hydroxypropyl} -N -isobutyl-N ^,5-^Umethylisophthalamide, 
^-{(lS^RVl-cG 
20 hydroxypropyl} -N 3 ^thyl-5-methyl-N 3 -propylisophthalaiiiide, 

NMClS^RH^S^uorobe^ 
hydroxypropyl} -N 3 -ethyl-N 3 4sopropyl~5-methyUsophthalamide, 

N^N l -diaUyl-N 3 -{(lS^)-H3,5^fluorobenzyl)-3-[(^ 
2-hydroxypropyl}-5-methylisophthalainide, 
25 3<azepan-l-ylcarbony^ 

ethylbenzyl)am ino]-2-hydroxypropyl} -5-methylbenzamide 

N-{(1S,2R)-M3,5^fluorobe^ 
hydroxypropyl}-3- [(4-hy<boxypiperidin4-yl)caA^ 

N-{(lS£R)-H3,5^uorobenzyl^ 
30 hydroxypropyl} -3- [(3-hydroxypiperidin-l-yl)carbonyl]-5-methylbenzamide, 

N l -{(lS^)-1^3,5-(Muorobenzyl)-3-[(3^yIbenz^ 
hydroxypropyl} -N 3 ,N 3 -diisopropyl-5-methylisophthalamide, 

NUutyl-N 3 -{(lS£R>H3>d^ 
hydroxypropyl} -N^thyl-S-methylisophthalamide, 
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N^clopropylm^ 
ethyIben2yl)amino]-2-hydroxypiopyl}^^ 

l-{3-[({(lS^>H3,5^uorobenzyI)-3-[(3^yIbeDz^ 
hydroxypropy ]}amino)caiix)nyl]-5Hniethyfo 
5 N^yclohexyl-N 3 -{(^ 

etbyIbenzyl)amino]- 2-hydroxypropyl} -N 1 jSHiimethyUsophthalamide, 

^-((lS^R^l-CS^-difluorobenzyl^-hydioxy-S- {[l-(3- 
methylphenyl)cycloprop yl]amino}propy^ 

N 3 -[(lS,2R>H3,5-^uoTobenzyl)-2-hydroxy-3-(l^,4- 
10 tetrahydronaphthaien^ 
dicarboxamide, and 

N-{(lS£RHK3,5^uon>benzy^^ 
hydroxypropyl} -3- {[(trifluoromethyl)sulfo^ 

15 217. Use of a a substituted amine of formula (X) according to claim 216 

where the substituted amine (X) is selected from the group consisting of: 
N l -{(lS^R)4<3,5^fluorobenzyl)-2-hydio^-3-[(3 v 
methoxybenzyl)ammo]propyl} -5-methyl^ 
N^lS,2R)-l-(3,5-(hfluoro^ 
20 hydroxypropyl}-5-methyl^ 

N 1 - {(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyI} - 
N 3 ^ 3 -dipropylisophthalamide, 

N^ClS^l-benzyl^-hydroiy-S-Cp^ 
hydioxyethoxy)ethyl]amino}propyl)-N 3 ,N 3 ^ipropyHsophthalamide, 
25 N^(lS^>34(2-aminobenzyl)am^ 
dipropylisophthalamide, 

NM(lS,mH4>eazyi-2-hydro^ 
dipropylisophthalamide, 

N l -((lS,2R)-l^benzyl-2^hydroxy.3-{[2- 
30 (trifluoiomethoxy)ben^ 

N i -{(lS,2R>l-ben2yl-3-[(3 s 5^chlorob«izyl)amino>2-hydro 
N 3 J^ 3 -dipropylisophthalamide, 

N 1 -((lS^R>l-benzyl-2^hydn>xy-3-{[3- 
(trifluoxomethoxy)ben^l]anim^ 
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N*-{(1 S,2R)-l-be^l-3-[(3,5-dime^^ 
^^^ptopjdisophthalamide, 

NM(lS,2R)-l-benzyl-3-[([l,l^ 
hydioxypropyl} -N 3 ,N 3 -dipropylisophthalamide, 

5 N l -{(lS,2RH-benzyl-3-[(3^ 
N 3 ^ 3 -dipropylisophfhalamide, 

N^(lS£R)-l-ben2yl-2-hyd^ 
(trifluoromethyl)benzyl]amm^ 

N ! -{(1 S>l-benzyl-2-hydro^ 
10 dipropylisophthalamide, 

N 1 -{(lS,2R)-l-benzyl-3-[(3,4-dime%lbenzyl)ain^ 
N 3 ,N 3 -dipiopylisophthalamide, 

N 1 <(lS,2R)4K3,5^uorobeiizyl)-2-hydroxy-3-{[2-(isobutyla^ 
methyl-2^xoethy]]amino}propyl)-^ 
15 N 1 -((lS^R>l-(3,5^uorobenzyl)-2-hydroxy-3-{KlS>2-(isobutyla^ 
l-methyl-2«xoethyij™ 

N l K(lS,2RHK3,5^fluoroben^^^ 
l-methyl-2^xoethyl]amino}propyl)-5-meth^ 

N 3 ^lS,2R>l-(3,5-difluorobenzyi)^ 
20 1 -methyl-2-oxoethyl]ammo 

N^(lS,2R)4^3,5^fluoroben^ 
dimethyl-2^xoethyl]^ 

N^(lS 9 2R)-H3,5^uorQben2yl)-2-hydroxy-3-{[2<isobutyl 
oxoethyl]amino}propyl)-5-me1hyl-N 3 ,N 3 -dipropyUsophthalamide, 

25 N l -[(lS,2RH^3,5^uorobe^ 

[(isobutylamino)carbonyl]pro^ 

dipropylisophthalamide, 

N 1 -[(lS^R)-H3,5^uoioben2yl>2-hydn>xy-3-({(lR>l- 

[(isobutylamino)caibonyljpro^ 
30 dipropylisophthalamide, 

N^(lS^R>3^benzylamino>1^3,5Hltf^^ 

methyl-N 3 J<I 3 -dipropyKsophthalamide, 

N l <(lS,2R>H3,5^uoroben^ 

oxopropyl]amino}propyl)-5-meihyM^ 3 ,^ 
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N l -[(lS;2R>3-{[(lS)-l-ben^ 
dif!uorobenzyl)-2-hydro 

N^(lS,2RH^3,5-dmuoioben^^^ 
[(isobutylamino)caAonyl]-2-metbylpropyl}amk 
5 dipropylisophthalamide, 

NM(lS,2RH<3,5^uoiobenzyl>^^^ 
pyridinylmethyl)am^ 

N4(lS,2R)-3-{[(lSH-[(benzylo^ 
oxoethyl]amino}-l-(3,5-difluoroben^ 
10 dipropylisophthalamide, 

N^(lS,2RHK3>5^fluorobenzy^ 
phenyle%l)amino]propyl}-5-methyl^ 

N4(lS,2RH^3,5-difluorobe^ 
[(isobutylamino)ca*onyl]bu^^ 
15 dipropylisophthalamide, 

N^lS^H^S^fluoroben^ 
2^isobutylamino)-2^xoethyl]an^ 
dipropylisophthalamide, 

NM(lS,2RHK3,5^uorobenzy^^ 
20 phenylethyl)amino]propyl}-5-me^ 

N 1 -[(lS,2R)-H3,5-cK£luorobenzyl)-2-hydroxy-3^isopentylai^ 
melhyl-N 3 ^Sr 3 -dipropylisophthalamide, 

N4(lS,2R)-3^cyclohexylamino)-l-(3,^ 
5-methyl-N 3 ^T 3 -dipropylisophthalamide, 
25 N^(lS,2R>3^utylamino)4^ 
methyl-N 3 ,N 3 -dipropylisophfhalamide, 

NM(lS,2R)-l-(3,5-difhioiobe^^ 
methoxypropyl)amino]propyl}-5-me^ 

(lR,3S>5-{[(2R,3S)-4^3,5-difluorophenyI)-3-({3- 
30 [(diprc>pylamino)carbo^ 
cyclohexanedicarboxylic acid, 

N^(1S£R)44GU^ 
hy(froxypiopyl]-5-methyl-N 3 JN 3 ^propylisoph&alaim 
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N 1 -{(lS^R)-l-<3,5-difluorobenzyI)-2-hydroxy-3-[(3- 
iodobenzyl)ammoJpropyl}-5-me&yl-N 3 ,N 3 ^ropylisophthaIami<ie, 

N , -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methylbenzyl)amino]propyl}-5-methy^ 
5 N'-{(lS^R)-l-{3,5-difluoiob6nzyl)-2-hydroxy-3-[(2- 

phenylpropy^aminolpropyll-S-methyl-^^^propyUsophtb^aiDide, 

N 1 - {(1 S^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(l,3-ftdazol-5- 
ylmefliyl)amino]propyl}-5-meihyl-N 3 > N 3 ^propylisophtiidamide, 
N 1 -{(lS,2R)-l-(3,5^ifluorobenzyl)-2-hydroxy-3-[(2- 
10 tMenylmetbyl)amino]piopyl}-5-methyl-N 3 ^ 3 ^piopylisophthalamide, 

N 1 - {(1 S^R)-H3,5-difluoix)bejizyl)-2-hydroxy-3-[(5-methoxy-l ,2,3,4- 
tetrahydix>-l-naphthalenyl)amino]pi^^ 

N 1 -{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(2- 
pyrazinylmethyl)amino]propyl}-5-inethyl-N 3 ,N 3 -dipropylisophthalamide, 
15 N 1 - {(1 S^)-l<3,5^fluorobenzyl>3-[(3,5-dimethoxyben2yl)anuno]-2- 

hydioxypropyl} -5-methyl-N JN -dipropyUsophthalamide, 

N l K(lS,2R>H3,5^uorobe^ 
(trifluon>methyl)bei^^ 
.;_■/;>>. N 1 -{(1S S 2R)-I^>difii^ 
20 tet^ydn>-l-naph1iialenyl)ainm 

N J K(lS,2R>H3,5^ifluorobenzyl>2-hydroxy-3-{[3- 
(trifluoromethoxy)ben^ 

N^(lS,2R)-H3,5^ifluorob(m^ 
hydmxypiDpyl}-5-methyl-N 3 ,N 3 ^pmpyKsophthalamide, 
25 N l -{(lS^^H3,5-dmuorobenzyl)-2-hydroxy-3-[(3- 
isopropoxybenzyl)anrino]p^ 

N4(lS;2R>3-[(3-bromobe^ 
hydroxypropyl]-5-methyl^ 

N 1 - {(lS^>H3,5^uon>benzyl>2-hydroxy-3-[(5-m 
30 tefcrahydro- 1 -n^hthalenyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipiopylisophthalamide, 
N^KlS^RJ-S^enzylaminoH^,^ 
methoxy-N 3 JN 3 ^propyIisophthalamide 

N^(lS;2R)-3^eiizylamino)-H^ 
N 3 JJ 3 -dipropylisophthaIamide, 
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N ! -[(l S,2R>3-(b€n2ylamiiio)-l ^3,5-difluorobenzyl)-2-hydroxypropyl]-5- 
chloro-^^-dipropylisophthalamide, 

N 3 -[(l S,2R)-3-<benzylamino)-l ^3,5-difluorobmzyl)-2-hydroxypropyl]- 
N 5 ^ 5 ^propyl-3,5-pyridinedicarboxamide, 
5 N l -[(lS,2R)-3-(benzylamino)-l-(3,5-dmuorobenzyO 
fluoro-N 3 ^J 3 -dipropylisophthalainide, 

N^(lS;2RH-beiizyl-2-hy<i^ 
N3J^3-dipropylisophtbalamide, 

^-{(lS^yi^^-difluorobenzyO^-hydroxy-S-KS- 
1 0 methoxybenzyl)airdno]propyl} -N 5 JSI 5 -dipropylpentanediamide ? 
N 3 -{(lS,m)-l-(3,5^fluorobe^ 
ylmetliyl)amino]propyl}-N 5 ,N^ 

N-{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3^ 
methoxybenzyl)amino]propyl} [1,1 '-biphenyl]-3-carboxamide, 
15 N^(lS,2R)-3-(benzylam^ 

(2-methoxyethyl)-N 3 -propylisophfhalamide, 

NM(lS,2R)4-(3,5^uorobe^ 
n^hthdenylamino]propyl}-5-mefhyl-N ,N -dipropylisophthalamide, 
. . N l -[(lR>3-{[3,5-bis(trifluprome%l)^ 
20 2-hydroxypropyl]-5-methyl-N 3 ^ 3 ^propylisophthalamide, 

N l -((1 S,2R>l-benzyl-3- {[2-fluoro-5^trifluoromethyl)benzyl]amino}-2- 
hydroxypropyl)-N 3 ,N 3 ^propylisophthalamide, 

N l -((lS,2R)4-benzyl-3-{[3-fluoro-5^trifluoromethyl)be^ 
hydioxypiopyl)-N 3 ^ 3 -^propylisophtfaalanride, 
25 N^(lS»2R)-l-ben2yl-3-{[4-fl™^ 

hydroxypropyl)-N 3 ^ 3 K!ipropylisophthalamide, 

N l <(lS;2R)4-ben2yl-3-{[4^ 
hydroxypropyI)-N 3 ^ 3 ^pn)pyUsophthalamid 
NM(lSH-benzyl-2-hydroxy^ 
30 dipiopyKsophthalamide, 

N^lSilRM^enzyl^^ 
hydroxypiopyl)-N 3 ^ 3 HKpro 

N 1 - {(lS,2R)-l^enzyl-3-[(3^t^ 
dipropylisophthalamide, 



WO 02/02512 PCT/US01/21012 

605 

N 1 -{(lS,2R)-l-benzyl-3-[(3-bromo^flxiorobenzyl)ainino]-2- 
hydroxypropyl} -N^'-dipropylisophthalamide, 

N l -{(lS;2RH<3,5-difhiorobOTzyl>3-[(3,5^^ 
5 hydroxypropyl}-5^nethyl-N 3 ^J 3 -dipropylisophthalamide, 

^-{(lS^^-HS^-diflaorobenzy^-KS-ethoxybenzylJamino]^- 
hydroxypropyl}-5-methyl-N 3 > N 3 -dipropylisophthalamide J 

T$ l -{(lSaRyH3,S^Quomb(^iy2-hydioxy-3-[(2- 
phenoxyethyl)amino]propyl} -5-methyl-N 3 ^ 3 ^propylisophthalamide, 
10 N I K(lS^R)-l<3,5^uoroben2yl)-2-hydroxy-3-{[(4-methyl-l,3-thiazol-2- 
yl^elhylJaiiiinolpropy^-S-melhyl-N^^dipropyUsophthalarnide, 

N^(lS£R)-3<benzylamiaoH<3,5KlifhM^^ 
methyl-N 3 -propyHsophthalamide, 

N 3 -((lS,2R>l-(3,5-difluoroben2yl)-2-hydroxy-3-{[3- 
15 (trifluorome%l)benzyl]aiim^ 

N 3 -{(lS,2R)-l-(3,5-difluorobenzyl>2-hydroxy-3-[(l-methyl-l- 
phenylethyl)amino]propyl}-N^^ 

N^(lS^H<3,5^uorob<^^^ 
tetrahydro-l-naphthdeayl)a^ 
20 isomer B, 

NM(lS,2RH<3,5^uorobenzyl^ 
hydroxypropyl} -5-methyl-N 3 ^-dipropylisophthalamide, 

NM(lS;2R)4-(3,5^uorobe^ 
furanylmethyl)aanino]propyl}-5 
25 N^aS^RH^S^uorobe^ 
propoxybenzyl)amino]prop^^^ 

N l -{(lS,2R>H3,5^uorobenzyl>2-hydn>xy-3.[(2- 
pyridinyImethyl)amino]piopyl}-5-methyl-N 3 ^ 3 
N^(lS,2R)-3-(benzylammo)-l-^ 
30 hydioxy-N 3 ^ 3 -dipropyIisophtbalamide 5 

N^(lS£RH<3,5^uoroben^ 
methylphenyl)e1hyl]amino}pro^ 

N^lS^HK3,5siifluoro^^ 
naphthalenylamino]^ 
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N^(lS,2R)-1^3,5^fhiorobe^l)-3^ 
hydroxypropyl} -5-methy l-N 3 ^ 3 -dipropylisophthalamide, 

N^KlS^-S-fp^Moro-S^tii^^ 
difluaiobenzy])-2-hydroxypropyl]^ 
5 N l -{(lS,m)-H3,5^uorobenzyl>2-hydroxy-3-[(2-hy^ 
methylbenzyl)amino]prop^^^ 

5^hloro-NM(lS,2RHK3,5^uorob^ 
phenylethyl)amino]piopyl} -N 3 ,N 3 -<Upropylisophthalamide, 

N l -[(lS;2R)-3-{[(lRM<3^ 
10 difluoroben2yl)-2-hydroxypro^ 

NM(lS,2R)-H3,5^uoroben^ 
hydimyben2yl)aniino]propyl}-5-^ 

N l -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amm 
15 cyano-N 3 ,N 3 -dipropylisophflialamide hydrochloride, 

N l -{(lS,2R)-l^enzyl-2-hydraxy-3-[(3-methoxybenzyl)amino^^ 
^^Hiipropyl-l^jS-benzenetricarboxainide, 

5<ammosulfony^^ 
methoxybenzyI)amino]propyl}-N ^-dipTopyUsophthalatpide, - 
20 N^(lS,2R)-l-beiizyl-24iyto^ 

N 3 ,N 3 ^propyl-5^1-pyiToUdinyIsulfonyl)isophlhalam 

N^(lS;2R)-l-beD2yl-24iydroxy-3-^^ 
[(methylamino)sulfo^ 

N 1 -{(lS,2R)-l-benzyl-2-hydroxy-3-[(3-mefhoxybenzyl)aniin 
25 [(dimethylamino)sulfon^^^ 

N-{(lS^R)-l-benzyl-2-hychoxy-3-[(3-methoxybenzyl)anm 
[(dipropylainino)sulfonyl]propanamide, 

N-{(lS^R>l<3,5-^uorobenzyl)-2.hydroxy-3-[(3- 
iodobenzyl)amino]pixpyl}-5^xo-5-(^ 
30 N-{(lS^R>H3,5-difluoroben2yl)-2-hydroxy-3-[(3- 

iodobenzyl)amino]propyl} -3-[(dipropylaiiuno)sxilfonyl]propanainide, 

N l - {(1 S,2R)-l-benzyl-2-hydroxy-3-[(3-mefhoxybenzy])^^ -5- 
ethyl-N 3 JN 3 -dipropylisophthalamide, 
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N l -{(lS^)-l^en2yl-2-hy^ 
t^-butyl-N 3 ,N 3 -dipropyIisophthalamide, 

N 1 -{(lS^R)4-benzyl-2-hyc3roxy-3-[(3-methoxybe^ 
cyano-N 3 -propylisophtbalamide, 
5 N^KlS^HS^Kimuorobenzyl^-hydroxyO-KS- 

methoxybenzyl)amino]propyl} -N 3 ,N 3 -dipropyl-l 3,5-benzenetricaiboxaomide, 

N-{(lS,m>H3,5-difluoix>benzyl)-2-hydroxy-3.[(3- 
methoxybenzyl)amino]propyty^ 

10 hydroxypropyl}-5-methyl-N 3 ,N 3 ^ 
N^(lS,2R)-3^(3-amu^^ 
hydroxypropyl]-5HD^thy^ 

N 3 -[(lS,2R>l<3,5^fluorobe^ 
(trifluoiomethyl)phenyl]e^ 
15 pyridinedicarboxamide, 

N l <(lS,2R)-H3,5-difluoroben2yl)-2-hydroxy^H 
dihydro-lH-mden-l-yl]amino^ . 

N^(lS,2RH<3,5^uorobe^ " ; 

ylamino]-2-hydroxypro^ s/Jrs 
20 5^Moro-NM(lS,2R)-l-(3>d^ 
phenyIethyl)amino]pix^ 

N 3 -{(lS,2R)-H3,5^uorobenzyl)-2-hydn)xy-3-[(l- 
phenylcyclopentyl)amino]propyl} -N 5 ,N 5 -dipropy 1-3,5-pyridinedicarboxamide, 
N l ^(lS^R>H3,5^fluorobenzyl)-3-{[3<dimethylan^ 
25 hydroxypropyl>5-methyl^ 

N^(lS,2R>l-(3,5Kiiftaoro^^ 
furyl)methyl]amino}^^ 

N^lS^H<3,5^uorobenzy^^ 
phenylcyclopentyl)aminofr^ 
30 N^ttlS^RJ^^S.S^uorobenzyl^-hydioxy.S-KS. 
iodobenzyl)amino]propy 

N 3 -{(lS^)4<3>difIuorob^ 
phenylcyclopiopyl)aminofr^ 
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N^(lS^R)-H3,5^fluoiobea2yl>2-hydn)xy-3- {[(2S>tetrahydro-2- 
finmylmdhyl]amino}propy^ 

N l -{(lS^)-1^3,5^uorobenzyl)-2-hydroxy-3-[(3- 
isoim)penyIbenzyl)a]rm^ 
5 N 1 -{(lS,2R>H3,5Kimuorobenzyl)-2»hydroxy-3-[(2- 
piopoxyethyl)ami^ 

N^(lS£RH^3,5^fluorobenzyl)-3 
methyl-^^^propyUsophthdamide, 

N-{(lS,2R>H3,5«difluorobenzyl)-2-hydroxy-3-[(3« 
10 iodobenzyl)ammo]pr^ 
yl)beazamide t 

methyl 4-({[(2R,3S)-4-(3,5Hlifluorophenyl)-3-({3- 
[(dipropylamino)c^ 
hydroxybutyl]amino}methyl)bmzoate, 
15 N 1 "{(lS^R)4^3,5-(imuorobenzyl)-2-hydroxy-3-[(2- 
methoxyethyl)amino]pro^^ 
: ^-{(lS^-l^S^-difluorobenzy^-hydroxy-S-fCS- 
■ isoxa2X>lylmethyl)ainino]pro 
> - (lR^R^-ftlS^RH-^S^fto 
'20 iodobenzyl)amino]propyl}-N 2 ^^ 

N 3 <(lS,2R>H3,5^ifluorobenzyl)-2-hydroxy-3-{[(2S)^ 
funmylmdhyljaffi^^ 

N^{(lS^R)-H3,5^uoiobenzyl)-2.hydroxy-3-[(2- 
methoxybenzyl)amino]p^ 
25 N l -{(lS^R)-H3,5^uorobenzyl>2-hydroxy-3-[(3» 
isopropyIbenzyl)amino]propyl}-5-^ 
N 3 -[(lS,2R)-3-(benzylam^ 
N 5 ^ 5 Kiipiopyl-3,5-pyridinedicarboxairiide 1-oxide, 

^-{(lS^J^^^^uorobenzyl^-hydroxy^^CS- 
30 kKtobenzyl)amino]pr^ 

N 1 -{(lS > 2R)-l-(3,5-difluoiT>ben^ 
2-ylmethyl)amino]pTopyl}-5-me1hyl-N 3 ,N 3 -dip^ 

N^(lS,2R)4<3,5Hiifhiorobe^ 
hydroxypropyl} -5-mefliyl-N 3 ,N 3 -dipropylisophtiialamide, 
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N l ^(lS^>H3,5^fluorob^ 
yl)metliyl]aniino}piopyl)-5-mefr^ 

N^(lS^>l^>difhiaio^^ 
yl)methyl]amino}-2-hydroxy^^ 
5 N^(lS;*R)-3^utylamino)-l-(3,5^ 
ethynyl-N^ 

NM(lS,2RHK3,5KMuorobenzyl^ 
hydroxypropyl} -5-ethynyl-N 3 ,N 3 -dipropylisophthalanii<ie, 

N^(lS,2R)-H3,5-^uorobcnzyl)-3^ 
10 5-methyl-N 3 JN 3 -dipropylisophtiialamide, 

N 3 -((lS,2R>H3,5-difluoro^^ 
furyI)methyl]amino}propyl^ 

NM(lS,2RH<3,5^muoiobeiizyl)-^^^^ 
phenylethyl)amino]propyl} -N 5 ,N 5 -dipropylpentanediamide, 
15 N^(lS,2R)-l-(3,5-dmuoroben^ 
hy<froxypropyl)-5-methyl-N 3 ^ 3 ^ 

N^(lS^H-(3,5-dmuoroben^^ 
isoxazolyl)methyl]amino}pio^^ 

N^((lS£R>l-(3,5-<fifl^^ 
20 yl)methyljammo}pro^^ 

N-{(lS;2R)-H3,5^fluoroben^ 
hydroxypropyl}-3-[(dip^ 

N^(lS,2R)-3H;([UM>ip^ 
hydroxypropyl]-5-methyl-N 3 ^ 
25 NM(lS,2R>H3>difluorobe^ 
ylmethyl)amino]propyl}-5-meti^ 

N^(lS,2R>H3,5Klffluorob^ 
5-yl)methyl]amino}piopyl)-5-methyl^^^ 

N^(lS^)-3-{[(2-butyl^Uo 
30 difluorobenzyl)-2-hydioxypropyy^^ 

N^KlS^-S-CtfS^yano^m 
(3,5Kiifluorobenzyl)-2-hy^^ 

[5^{[(2R,3S)^3,5^uorophenyl>-3^{3-[(dipropylamm 
mefoytoenzoyl}am^ acetate, 
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N l -[(lS^>3-[(l-benrofto^ 
hydroxypropylj-S-metfayl^^^piopylisophthalamide, 

methyl 4-({[(2R,3S>4-(3,5-difluoix)phenyl)-3-({3- 
[(dipropylamino)caibonyl]-5-methylbenzoyl} amino)-2- 
5 hydroxybutyl]amino}methyl)- 1 -methyl-lH-pyrrole-2-carboxylate, 

N^(lS,2R)4<3,5-dmuoiobenzyl)-2-hydroxy-3-{[(l-methyl^ 
yi)methyl]amino}propyl)-5-me^ 

N^(lS;2R>3-{[(5^hloro-24hien^^^ 
2rhydroxypropyl]-5-methyl-N 3 ^^ 
10 N^(lS^R>H3,5-dmuorobenzyl)-2-hydroxy.3-{[(l-me^ 
yl)methyl]amino}propyl)-5-^ 

N 1 -[(lS,2R>3-{[(l-benzyl4H-indol-3-yI)me%l]amino}-H^ 
difluorobenzyl)-2-hydroxypropyl^^ 

^-((lS^RH-frS^uoiobei^^^^ 
15 yl)methyl]amino}propyl)-5-methy^ 

N ! -[(lS^)-3-{[(2-butyl-lH-imidazol-5-yl)m^ 
difluorobenzyl)-24iydroxypro^^ 

me%l 3-({[(2R,3S)^3,5-dmuorophenyl)-3< 
[(dipix)pylamino)carbonyl]-5-methylbCT 
20 hydroxybutyl]amino}methyl)-lJH%dole-6-carboxylate, 

N l -{(lS,2R>l-ben2yI-2-hydn>xy-3-[(3-methoxybenz^ 
(cyanome%l)-^ 

N 1 - {(i S,2R)- 1 -beaizyl-2-hydroxy-3-[(3 -methoxybenzyl)ainino}propyl} -5- 
(hydroxymethyl)-N 3 ^ 3 ^propylisophthalamide, 
25 N 1 -{(lS,2R)4-benzyl-2-hydroxy-3-[(3'methoxybeii2yl) -5- 

ethynyl-N 3 ^ 3 -dipropylisophthalamide, 

N^(lS,2RH-benzyl-24iydro^^ 
dipropyl-5-prop-l-ynylisophthalamide, 

N 3 - {(1S,2R)- l-benzyl-2-hydroxy-34(3-methoxyben2yl)amino]pro 
30 methoxy-N 5 JN 5 -dipropyl[l ,r-biphenyl]-3,5-dicarboxamide hydrochloride, 

N 3 -{(lS^H3,5-difluorobenzyl>2-hydxoxy-3-[(3^ 
methoxybenzyl)amino]propyl} ~N 5 ,N 5 -dipropyl[l , 1 f -biphenyl]-3,5-dicarboxamide, 

N 3 -{(lS^)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]prop 
^^^lipropyltljl'^iphenylj-S^^caiboxanude, 
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N 3 -{(lS^)-l-benzyl-2^ 
[(dimethylamiiio)sulfo^ 

N 3 -{(lS^>14)en2yl-24iy^ 
[(dimethylamino)s^^ 
5 N-{(lR^R>H3,5Kimuoro^ 

methoxybenzyl)amino]propyl} -3-methyl-5-pentanoylbenzamide, 

N^(lS£R)-2-hydroxy^44iyto^ 
methoxybenzyl)amino]propyl^ 
propylisophthalamide, 
10 N ! -{(lS^R)-2.hydroxy-H4-hydroxybenzyl)^^(3^ 
metboxybenzyl)amino]pr<^ 

N^(lS;2RH-benzy^2-hydro^ 
metbyl-N 3 ,N 3 ^propylisophthalamide, 

N^^lS^^^^^uorobenzyl^-hydroxy-S-KS- 
15 methoxybenzyl)ainino]propyl} -4-methyl- N 3 ,N 3 -dipiopylisophtlialamide, 

N 1 - {(1 S,2R)-1 -Benzyl-2-hydroxy-3-[(3-me1hoxybenzyl)amm 
N 3 ^ 3 ^^N 5 -tetrapropylbenzene- 1 ,3,5-tricatboxamide, ^ 

NM(lS,m) 7 M3,54^ 
hydroxypropyl}-N 3 ,N 3 -d^ 
20 ethyl 3-[({(lS,2R)-l-benzyl-2-hydroxy-3-[(3- 

mefhoxybenzyl)amino]propyl} amino)carbonyl]-5- 
[(dipropylamino)caAonyl]beiizoate, 

N l - {(1 S^R)-l-benzyl-2-hydroxy-3-[(3-methoxybenzyl)am^ 
N 3 ,N 3 ^propyl-5- {[(trifhiorom 
25 5-amino-NM(lS3M-ben^ 
methoxybeoc^l)amin^^ 

N 1 -{(lS^R)-l-benzyl-2-hydb:oxyO-[(3-methoxybenzyl)am^ 
[(methylsulfonyl)amino]-N^ 

N^(lS;2RH-benzyI-2-hydro^ 
30 N 3 ^ 3 ^pn>pyl-5-[(tMen-2-ylsulfonyl)amm 

N^lS^R)-l^enzyl-2-hy(froxy^^ 
N 3 ,N 3 ^propyl-5-[(thien-2-yl^^ 
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N l - {(1 S,2R)- 1 -benzyl-2-hydroxy-3-[(3-metto^ } -5- 

(methaciyloylainino)-N 3 ,N^^ 

N l -{(lS^R)-l-Benzyl-2-hydroxy-3-[(3-methoxybenzyl)a 
[(phenylsulfonyl)amino]-N 3 ^ 3 ^propyUsophthalamide, 
5 N- {(1 S^)-l-ben2yl-2-hydro^ -5- 

(methylthio)pentanamide, 

3-amino-N-{(lS,2R)-l-benzyl-2-hydioxy-3-[(3- 
methoxybenzyl)amino]propyl} -2-methylbutanamide, 

N- {(1 S^R)4-benzyl-2-hydroxy-3-[(3-methoxybenzyl)amino]propyl} -2- 
10 ethylhexanamide, 

N- {(1 S,2RH-benzyl-2-hydro^ 
[(isobutylsulfimyOaminolpropanamide, 

^-{(lS^R^HS^-difluorobenzy^hydroxy-S-KS- 
iodobenzyl)amino]propyl} -N 3 ^isobutylsuIfonyl)-beta-alaiiinairdde, 
15 5-bromo-N l -{(lS,2R)-l-(3,5-<M 

iodobenzyl)amino]piopyl}-N 3 ,N^^ and 

NM(lS,2RH<3,5KiifluoiDbe^ ^ 
phenylcyclopropyl)amino]propy 

N^lS^H-benzyl^-hyto 
20 yl)methyl]amino}propyl)-5H0iefr^ 

NMOS^RH^S^uorobenzy^ 
hydroxypropyl} -N 3 ,N 3 -dipropyl-5- 
{[(trifluoromethyljsidfonyllaminolisophthalamide, 
3-[({(lS,2R>-14)enzyl-2-hydroxy-3-[(3- 
25 methoxybenzyl)amm 

[(dipropylamino)carbonyl]baizoic acid, 

NM(lS,2RH^3,5^uorobenzyl)-3^ 
hydroxypropyl}-N 3 ,N 3 ^propy^ 

N-{(lS,2R)-l-(3,5^uorobenzyl)-2-hydroxyO-[(34odobe^ 
30 pyl}^hydroxy-3^ynoUdin-l-ylcaibonyl)benzamide, 

N-{(lS^)-H3j5^TiorobMizyl)-2-hydioxy-3-[(34odobe^ 
pyl}-2-[(methylsulfo^ 

NM(lS,2RH"(3,5^uoroben^ 
meihoxybe^l)amino]propyl}-N^^ 
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N'-tflS^H-aS-dffluorobenzyl^^^ 
methoxybenzyl)aminolpropyl}-5-m 

N 3 -{(lS^R)-K3,5KimuoiDbenzyl)-3-[(3^yIben^l)amino]-2- 
hydroxypropyl}-N 5 ^ 5 ^propyIp>Tidme-3,5-dicart)Oxamide, 
5 N 1 <(lS^R>l-(3,5-difluorobenzyl)-2-hydroxy-3-{[(3-isobutyl-U,4- 
oxadiazol -5-yI)methyl]ainino}propyl)-5-methyl-N 3 ,N 3 KiipropylisophtMainide, 

• N 3 -{(lS,2R)-l-(3,5^uoroben2yl)-3-[(3-e&ynylbenzyl)ainino]-2- 
hydroxypropy 1} -N 5 ,N 5 -dipropylpyridine-3,5-dicarboxamide > 

N 3 -{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
10 isopropylbenzyl)amino]propyl}-^N 5 ^pro 

N'<(lS^)-l-(3,5-difluoK)benzyl)-2-hydioxy-3-{[3-(4-hydioxybut-l- 
ynyl)benzyl]amino}propyl)-5-melhyl-^N 3 -dipropyUsophtbalamide, 

l-{3-[({(lS^R)-H3,5^uorobenzyl)-3-[(3^thylbenzyl)amino]-2- 
hydroxypropy 1} amino)caroonyI]-5-methylbenzoyl} -L-prolinamide, 
15 ^-{(lS.m^HS.S^uoroben^^-ICS-etbylbeiizyOamiiio]^- 
hydroxypropyl}-N 3 -is(^ropyl-5-methylisophthalainide, 

N , -{(lS^)-H3 ) 5-dMuorobenzyl>-3-[(3-ethylbenzyl)amino]-2- 
hydroxypropyl}-N 3 -e%l-N 3 ,5-dimethylisophthalamide, 

^-{(lS^Ri-HS.SHlifluorobenzyO-S-KS^^lbe^ljamino]^- 
20 hydroxypropyl}-N 3 3-dimethyl-N 3 -prop-2-ynyKsophthalamide, 

^-{(lS^-HS.S-tffluoTobenzyl^-KS-ethylbenzyQamino]^- 
hydioxypropyl}-N 3 4sobutyl-5-methyUsoph1halamide, 

N ! -(sec-butyl)-N 3 -{(lS^R)-l-(3,5-difluoroben2yl)-3-[(3- 
ethylbenzyl)amino]-2-hydroxypropyl}-5-me^ylisophthalamide, 
25 N 1 -butyl-N 3 -{(lS,2R)-H3,5^fluorobenzyl)-3-K3-ethylben2yl)an^ 
hydroxypropyl}-5-methylisopbthalaniide, 

NM(lS,2RH^3,5-difhiorobenzyl)-3-[(3-e^^ 
hydroxypropyl} -N 3 ^ 3 -diethyl-5-methylisophtb.alamide, 

N 1 - {(1 S,2R)-H3,5^fhaoroben2yl>3-[(3-e1iiylbenzyl)amino]-2- 
30 hydroxypropyl} -N 3 ,5slnnetiiyl-N 3 -propyUsophthalamide, 

N I ^(lS^R)-1^3,5^uorobenzyl)-3-[(3^thylbenzyl)aiiiino]-2- 
hydroxypropyl} -N 3 -isopropyl-N 3 ,5-dimetbylisophtiialamide, 

NMmtyl-tf-{(lS,2R)-l^,5-dif^^ 
hydroxypropylj-N 1 ,5-dimethylisophthalamide, 
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N l -{(lS,2R>H3,5^muorobe^ 
hydroxypropyl} -NMsobutyl-N 3 ,5KlimethyUsophthalamide, 

NM(lS£RH^3,5-difluoroben^ 
hydroxypropyl} -N 3 -ethyl-5-methyl-N 3 -propylisophthalamide, 
5 N 1 -{(lS^>H3,5^uorobenzyl)-3-[(3^thylben2yI)^ 
hydroxypropyl} -N 3 -e%l-N 3 -isopropyl-5-methyHsophthalainide, 

N^^allyl-N^CIS^RH 
2-hydroxypropyl} -5-methylisophthalamide, 

3^azepan-l-ylcaibonyl)-N-{(lS^H^ 
10 e1hylbei^l)amino]-2-hydroxy^^ 

N-{(lS,2R)-l-(3,5-difluorobe^ 
hydroxypropyl} -3- [(44iydroxypiperidin-l-yl)caft^^ 
N-{(lS,2RH^3,5-dmuorobenzyl>3-[(3-e^ 
hydroxypropyl} -3- [(34iydroxypiperidin^-yl)carbonyl^ 
15 NM(lS,2R)-H3,5-difluoroben2^ 

hydroxypropyl} -N 3 ? N 3 -4iisopropyl-5-inettiylisophthalainide, 
N^bulyl-N 3 - {(1 S,2R)4-^ 
^ hyckoxypropy^-N^ethyl-S-methylisophthalamide, 

20 ethylben2yl)amino>24iydrox)^^ 

N^cyclohexyl-N^tClS^R^l^S^^ifluorobenzyO-S-KS- 
ethyIbenzyl)amino]- 2-hydroxypropyl} -N\5-dimethyUsophthaIamide, 

N^lS^RH^^difluorobe^ 
methylphenyl)cycloprop yl]amino}propyl)-5-methyl-N 3 ^ 3 ^propyhsophthalamide, 
25 and 

N-{(lS£R)-H3,5Hiifl^ 
hydroxypropyl}-3- {[(trifluoromethyl)sulfonyy 

218. Use of a a substituted amine of formula (X) according to claim 217 where the 
30 substituted amine (X) is selected from the group consisting of: 
N-{(lS^)-l-benzyl-2-hydroxy-3-[(^^ 
methyl-5^2^ropylpentanoyl)benzamide, 

N-{(lS^HK3,5^uorobenzyl)^ 
hydroxypropyl}-3-(2^thy]pentanoy 
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N-{(lS^>l-bai2yl-3-[(3^ylbenzy^ainino]-2-hydioxypiopyl}-3-meth^ 
5-(2-propylpeaitanoyl)beD2amide, 

N-{(lS,2R)-l-beaizyl-3-[(3^thynylben^l)aniino]-2.1iydroxypropyl}-3- 
me%l-S^2-propylpeotanoyl)beDzamide > 
5 N-{(lS^R>l-(3,5-di£luorobenzyl)-3-[(3-efliylbenzyl)amiiio]-2- 
hydn>xypropyl}-3-(2-ethyIbutanoyl)-5-methyIbenzamide, 

N 1 -{(lS^R>l-benzyl-3-[(3^thyIbenzyl)amino]-2-hydroxypropyl}-5-(2- 
propylpentanoyl)isophthalamide, 

N-{(lS^R>l-be^l-3-[(3^%Ibeii2yl)aniino]-2-hydroxypropyI}-3-(2- 
10 etbylpentanoyI)-5-methylbenzamide, 

N 1 -{(lS,2R>l-(3,5^uorobenzyl)-3-[(3-etbyIbenzyl)amino>2- 
hydroxypropyl}-5-(2-propylpentanoyl)isophthalandde, 

N 1 -{(lS^R>l-(3,5-difIuorobeiizyl)-2-hydroxy-3-[(3- 
me<boxyben^l)an±io]propyl}-5^2-propylpentanoyl)isophthalamide, 
15 N-[(l S J 2R>3-[(3-ethyIben2yl)amino]-2-hydroxy- 1 -(4- 

hydroxybenzyI)propyl]-3-methyl-5-(2-propy^entanoyl)bmzainide, 

N- {(lS^R>H3,5HliQupTobe!nzyl)-2-hydroxy-3-[(3- 
methoxyben^l)amino]propyl}-3 r methyl-5^propylpentan 

N-{(lS,2R)-H3,5MJifluoro^ 
20 hydroxypropyl}-3-methyl-5-(2-propylpentanoyl)beiizamide, 

N 1 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydioxy-3-{[3-(3- 
pjridmyl)beii^l]amino}propyl^^^^ 

N^lS£RH<3,5^fluoroben^l)-2-hydroxy^ 
pyridmyl)benzyl]ainko}propyl)-5-^ 
25 NM(lS^)-H3,5-dmuorobenzyl)-2-hydro^^ 
methoxybenzyl)amino]propyl}-N 3 ^ 

N 1 -{(lS^^l-(3,5^uorobenzyl)-3-[(3^ylbeiizyl)amiiio]-2- 
hydroxypiopyl} - N 3 ,N 3 -dipropyl-5-(l -propynyl)isqphflialamide, 

Ni-KlS^^^^fluoroben^lJ-S-KS^ylbenzyOaniino]^- 
30 hydroxypropy]}- N 3 ^ 3 -dipiopyl-5-(2-propynyl)isophthalainide, 
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N 1 -{(lS;2RHK3,5-<iif^^^ 
methoxybenzyl)amino]propyl}- N 3 JN 3 ^propyl-5^2-propyayl)isophthalaniide, 

N^{(lS^)-Kcyclohexylinethyl)-2-hydioxy-3-[(3- 
methoxybcnzyl)amino]propyl}-5-methyl~ N 3 JSpnttpropytisophthalamide, 
5 N 1 -[(lS,2R)-3^enzylamino)-2-hydix)xy-l-^ 
methyl- ^^-dipropylisophthalamide, 

N^lS,m)-24iydroxy-3-[(3-meto^ 

tiiienylmethyl)propyl]-5-methyl-- ^^-dipropylisophthalamide, 

NM(lS>l-[(lR)-2-(benzyla^^ 
1 0 dipropyl-1 ,3 ,5-benzenetricarboxamide, 

N 1 -[(lS^>2-hydroxy-3-[(3-methoxybenzyl)ain^ 

thienylmethyl)propyl]-5-methyl- N 3 ^ 3 -dipropylisophthalamide, 

N 1 -[(lS^R)-3-(benzylamino>2-hydroxy-l-(2-tM 

methyl- N 3 ,N 3 -dipropylisophfhalamide, 

15 NM(lS,2R)-H3-fuiy^ 

methoxybenzyl)ainino]propyl}-5-methyl- N 3 ^ 3 -dipropylisophthalamide, 

N 1 - {(1 S,2R>3-tee^ - 

N 3 JSf 3 -dipropyl-l,3,5-benzenetricarboxamide, 

N^iClS^^^-furylmethyl^-hydroxy-S-KS- 

20 methoxybenzyl)amino]propyl} -5-methyl- N 3 ^ 3 -dipropylisophthalamide, 

N^lS^>3-(benzylamino>^ 

* methyl- N 3 ,N 3 -dipropyIisophthalaiiiide, 

N 1 -{(lS^>2-hydroxy-H4-hydroxybenzyl)-3-[(3- 

methoxybenzyl)amino]propyl} -5-methyl- N 3 ^ 3 -dipropylisophthalamide, 

25 N^lS^)-3-(benzylamino>2-hyd^^ 

N 3 ,N 3 -dipropyl-l ,3,5-benzeaetricarboxamide, 

2,3,5-trideoxy-3<{3-[(dipropylamino)caibonyl]-5-methylb^ 
[(3-methoxybenzyl)amino]-l-^ 

N!-[(lS,2R>3-<benzylaimno)-l-(3-finyto 
30 methyl- N 3 ^ 3 -dipropylisophthalamide a 
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N^l S>1- {(lRH-hydrox^ 
methylbutyl>5-methyl- N 3 ^ 3 -dipropylisophthalamide, 

n!-[(1 S^)-3-{bm2ylamino>H^ N 3 ,N 3 - 
dipropyl-1 ,3,5-benzeaetricaiboxainide, 

5 N 1 -{(lS,2R>l-(4-fluorobenzyl)-2-hydioxy-3-[(3- 

metboxyben2yl)ainino]propyl} -5-methyl- ^^-dipropylisophthalamide, 

N^lS,2R)-3-(benzylamino>H2-^ 

methyl- N 3 ,N 3 -<iipropylisophthalamide, 

N^lS£R)-2-hydroxy-3-[^ 

10 n^)hthylmethyl)propyl]-5-ixiethyl- ^^-dipropylisophthalamide, 

NM(lS)-l-[(lR)-2-(benzyla^ 
dipropyl-l^,5-benzenetricarboxamide s 

N^KlS^^l-I^fbenzyloxy^enzyll^-hydroxy-S^CS- 

methoxybenzyl)amino]propyl} -5-methyI- N 3 ^ 3 -dipropyHsophthalamide, 

15 N* -[(1 S,2R)-3-(benzylamino^ 

methyl- N 3 J!^ 3 -dipTOpylisophthalamide, " 

5-methyl- N 3 ,N 3 -dipropylisophthalamide, 

N 1 -((lS)-l»{(lR)-l-hydroxy-2-[(3-methoxybeiizyl)amino]e&^^ 

20 N 3 ^ 3 -dipropyl-13,5-bOTzenetricarboxamide, 

5^enzylainino)-2,3,5-trideoxy-3-({3-[(dipropylamino)caA 
methylbenzoyl} amino)- 1 -S-phenyl-l-tMo-D-erythro-pentitol, 

NM(lS£R>l-[4-(benzyloxy)^ 
methoxyben2yl)ainino]propyl}-N 3 ^ 
25 N^lS,2R)-3-(benzylammo)-2-hyd^ 
N 3 ,N 3 -dipn)pyl-l 3,5-benzmetricarboxamide, 

Nl-[(lS^)-2-hydroxy-3-[(3-metboxybenzyl)ai^ 
naphihylmethyl)propyl]-N 3 ^ 3 -di^^ 
NM(lS)-l-[(lR)-2-(benzyla^ 
30 methyl- N 3 ^N 3 -dipropylisophthalamide, 
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Ni-KlS^RJ-l^fluorobenzyl^-hydioxy-S-KS- 

methoxybenzyl)amino]propyl}- N 3 ,N 3 -dipropyl-l ,3,5-benzenetricaiboxamide, 

N 1 -[(lS^R)-3-(benzylammo)4-(3»fuiyIme%^ 
<Kpiopyl-l,3,5-ben2^etricarboxainide, 

5 N^lSH-{(lRH-hytoxy-2-[(3-^^ 

me&ylbutyl^^^^propyl-l^jS-benzenelricarboxaiiiide, 

N 1 -[(lS,2R)-3^enzylamino>l-(4-fluorobeozyl)-2-hydro 

methyl- N 3 ^ 3 -<hpropyHsophthalamide, 

N^lS£R)-3-(benzylaminoH^ 
10 dipropyl-1 ,3,5-benzenetricarboxamide, 

Ni-tflS^R^-hydra^ 
methoxybeiizyl)amiao]propyl}- N 3 JM 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

N 1 -[(lS,2R>3^enzylamino>2-hydioxy-l-(l-imph 
methyl- N 3 ^ 3 -dipropylisophthalainide, 
15 NM(lS;2R)-l-(cycloh^^^ 

methoxybenzyl)amino]propyl}- N 3 ^ 3 -dipropyl-l,3,5-benzenetric^boxainide, 

N^lS£R)-3-(benzylaimno^ 
N 3 ,N 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

Nl-{(lS^R>l-(3-fuiylmethyl>2^ydroxy-3-[(3- 
20 methoxybenzyl)amino]propyl}- N 3 ,N 3 -dipropyl-l,3»5-beiizenetricarboxaiiiide, 

N 1 - {(1 S^R)-3-(ben^Iamino)-l-[4-(bei^loxy)benzyl]-2-hy 
5-methyl- N 3 ,N 3 -dipropylisophtiialamide, 

^-{(lS^-l^-furylmethyl^-hydroxy-S-KS- 
methoxybenzyI)amino]propyl} - N 3 ,N 3 -dipropyl-l ,3,5-benzenetricarboxamide, 
25 N^lS,2R>3-(benzylamino^^^ 
N 3 ^ 3 -dipropyl-l,3»5-benzenetricarboxamide, 

N^lS,2R)-24iydroxy-3-[(3-me^ 
thienylmethyl)propyl]- N 3 ^ 3 -dipropyl-l,3,5-benzenetricaiboxainide, 
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Ni-ftlSH-KlR^^enzyto 
N^^-dipropylisophthalamide, 

N^lS,2R)-24iydroxy-3-[(3-m^ 
thienylmethyl)propyl]- N 3 ^ 3 ^propyl-l,3,5-ben2metricari>oxainide, 
5 N^IClS^^l-Ccyclohexylmetfayl^-hydroxy-S-KS- 

methoxybenzyl)amino]propyl} - ^^^jfpropyj- 1 ,3,5-benzenetricaiboxamide, 

N 1 4(lS 5 2R)-2-hydroxy-3-[(3-methoxybenzyl)amino]-l-(3- 
thienylmethyl)propyl]- N^^^propyl-l^jS-bmzenetricaiboxamide, 

N 1 -[(lS^R)-2-hydroxy-3-[(3-methoxybeii^l)ainin^^ 
10 thienylmethyl)propyl]- N^jN^^pr^yl-l^jS-benzenetricarboxaraide, 

N l -{(lS^>l-(2-£urylmethyl>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}- N 3 ,N3-dipix>pyl-l ,3,5-benzenetricarboxamide, 

NM(lS,2R)-l-(3-furylm^^ 
methoxybenzyl)amino]propyl}-N3^^ 
15 NMaS^^-hydroxy^^ 
me*hoxybenzyl)amin^ 

N 1 <(lS)-l-{(lR>l-hydroxy^2-[(3-methoxybenzyl)amino]e&^^ 
methylbutyl)- N 3 ,N 3 -dipropyl- 1 ,3,5-benzenetricarboxamide, 

Ni^ClS^R^H^fluorobenzy^^-hydroxy-S-KS- 
20 methoxybenzyl)amino]propyl} - N 3 ,N 3 -dipropyl-l 3,5-benzenetricarboxamide, 

Ni-fClS^^-hyckoxy-S-^-methoxybenzyOaminol-Hl-- 
naphthylmethyl)propyl]- N 3 ^ 3 -d^^ 

N 1 -{(lS^>l-[4-(benzyloxy)benzyl]-2-hydroxy-3-[(3 
methoxybenzyl)amino]propyl}-N 3 ^ 3 
25 NM(lS,2R>24iydix>xy4-[3-(^^^ 
methoxybenzyl)amino]pn)pyl}-5-me&^ 

NM(lS£R)-3^(3-ethyIbei^ 
(hydroxyme<hyl)benzyl^^ 
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^-{(lS^^-hydrox^ 
iodobenzyl)amino]propyl}-5-m^ 

NM(lS^)-2-hydroxy-l-[^^^ 
iodobenzyl)amino]prop^^ 
5 NM(lS^)-3-[(3^ylbenzyl)am^ 
(hydroxymethyl)ben^ 

Nl-{(lS,2R)-2-hydioxy-l-[4-(hydroxymetbyl)benzyl]-3^ 
methoxybenzyl)amino]propyl} -S-methyl-N^^^p^yiisQphthalamide, 

N^fClS^^^.fluoro-S-hydiDxybenzyO^hydxoxy-S-tCS- 
10 methoxybeirzyl)amno]pro^ 

N^(lS;2R)-3-[(3-e%lbeI^^^ 
hydroxypropyl]-5-methyl-N 3 ^ 

Nl-{(lS,2R)-l-(3^fluoro-5-hydroxybenzyl)-2-hydioxy-3-[p 
iodoben2yl)ammo]propyl } -5-me 
15 Nl-{(lS^R)-l-[3-(ben2yloxy)-5-fluorobenzyl]-2-hyd^ 
iodobenzyl)aniino]propyl}-5^^ 

N^(lS,2R)-l-[3-(benzyto^ 

methoxybenzyl)amino]propyl}-5-me^^ 
N-{(lS;>R)-l-[4^eiizylo^^^ 
20 me1hoxybenzyl)amino]propyl}-3-[(^^ 

NM(lS^>l-[4-(benzyloxy)be^ 
me1hoxybenzyl)amino]propyl}^ 

3-[(dipropylamino)s^^ 
methoxybenzyl)amino]-l-(l-na^^ 

25 Ni-tClS^RJ^hydroxy-S-KS-methoxybenzyOamm 

naphthylmethyl)propyl]- N^^-dipropylpentanediamide, 

3-[(dipropylamko)s^^ 
[(3-methoxybenzyl)amino]propyl}propanamide, 

Ni-^lS^RVH^fluorobenzy^-hydioxy^KS- 

30 methoxybenzyl)aijiinolpropyI} - N^jN^-dipropylpentanediamide, 
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3-[(diptopylamino)sulfonyl]-N- {(lS,2R)-2-hydroxy- H4-hydroxybenzyl)-3' 
[(3-methoxybenzyl)amino]propyl}propanamide, 

Ni-UlS^RJ^-hydroxy-l-C^hydroxybenzy^-KS- 
methoxybenzyl)amino]propyl} - N 5 J^-dipropylpentanediaiDide, 
5 3-[(dipropylamino)s^^ 

methoxybenzyl)amino]propyl}propanamide, 

NM(lS,2R)-H2-furylme^ 
methoxybenzyl)amino]propyl} - N 5 ,N 5 -dipropylpeiitanedianiide, 
3-[(dipropylamino)sul^ 
10 methoxybenzyl)amino]propyl}propanamide, 

N 1 -{(lS^R>H3-furylmetiiyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} - N^N^-dipropylpeiitanedianride, 

3-[(dipropylamino)^ 
methoxyben2yl)ainiBo]-l-(2-tMenylmethyl)pro^ 

15 N^lS^m^-hydroxy-S-KS-meth^^ 

tbienylmethyl)propyl]- N^N^-ctipropylpentmediamide, 

34(dipropylamino)sulfo^^ 
methoxybei^l)amino]-r-(3-t^ 

N 1 -[(1 S,2R)-2-hydroxy-3-[(3-methoxybenzyl)amino]- 1 -(2- 

20 thienylmethyl)propyl]- N^^-dipropylpentanediainide, 

N-{(lS^R)«H3,5-dmuorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl}-3-{[(^ 
methylbenzamide, 

N-{(lS,2R)-H3,5-.difluorobenzyl>2-hydroxy-3-[(3- 
25 methoxyben^l)amino]pro^^ -5- 
methylbenzamide, 

N-{(lS£R)-l-(3,5-difhro^^ 
methoxybenzyl)amino]propyl} -3-[(l -ethyl- lH-imidazol-2-yl)carbonyl] -5 - 
methylbenzamide, 
30 N-{(lS£R>H3,5Hdmuorob^ 
methoxybenzyl)ammo]propyl^ 
methylbenzamide, 
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Nk(lS^)-H3,5^uorobenzyl)-2-hydroxy-2-{l-[(3. 

melhoxybenzyl)amino]cyclopropyl} ethyl)-5-methyl- N 3 ,N 3 - 
dipropylisophthalamide, 

Nl<(lS^S)4K3,5-difluorobenzyl>2.{H(3- 

5 ethylbenzyl)amino]cyclopropyl}-2-hy<toxydhyl)-5-me& N 3 ,N 3 - 
dipropylisophthalamide, 

(lR^3R)-NM(lS,2RHK3,5-difhw^^ 
methoxyboi2yl)airuiio]propyl} -N 2 ,N 2 -dipiopyl-l ,2,3-cycIopropanetricarboxamide, 
(lR,2R,3R)-Nl-{(lS,2R)4<3,5-difhiorobenzyl)-2^hydroxy^3-^ 

10 meihoxybenzyl)amino]propyl} -3 -phenyl- N2,N 2 -dipropyl-l,2- 
cyclopropanedicarboxamide, 

(1R£R,3R)-NM(1S£RH<3,5^ 

methoxybenzyl)amino]propyl} -3-methyl- N 2 ,N 2 -dipropyl-l 
cyclopropaaedicarboxamide, 

15 (lR^R,3S)-N 1 -{(lS^R)4<3 J 5-difluorobenzyl)-2-hydro^ 

me1k)xybenzyl)amino]propyl}-34rie^^ 
cyclopropanedicaiboxamide, 

methoxyben2yl)amino]propyl} -3-phenyl- N 2 ,N 2 -dipropyl-l ,2- 
20 cyclopropanedicarboxamide, 

(lR,2R,3S)-Nl-{(lS^R)-H3,5Hlifluoroben2yl).2.hy(^ 
metixoxybenzyl)amino]propyl}- N 2 ,N 2 ^propyl-l^,3^yclopropanetricart>oxamide, 

(lR^R,3S)-3^2-amino-2^xoetliyl>^^ 
hydn>xy-3-[(3-methoxybenzyl)amino]propyl} - N 2 ,N 2 -dipropyl- 1 ,2- 
25 cyclopropanedicarboxamide, 

(lR^R,3R>3^2-amino-2^xoe^ 

hydroxy-3-[(3-methoxybenzyl) 
cyclopropanedicaiboxamide, 

(1R£R^S)-N-{(1S,2R)-H3,5^M^^ 
30 methoxybenzyl)amino]propyl} -2-[2^dipropylanrino)-2-oxoethyl]-3- 
meaylcyclopropanecarboxamide, 
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(1R^3R)-N-{(1S£RH<3,5^^ 
methoxybenzyl)ammo]pro 

methylcyclopropanecaiboxamide, 

(lS,2R,3R)-N-{(lS,2R>H3,5^fl^^^ 
5 methoxybenzyl)amino]propyl}^^ 
phenylcyclopropanecarboxamide, 

(lS^3S>N-{(lS;ZR>H3,5^uorob^ 
methoxybenzyl)amino]propyI}^ 
phenylcyclopropanecarboxamide, 

10 (1S^3R)^NM(1S£R>M3,5-^^ 

methoxybenzyl)aniko]piopyl} -3- [2^dipropylamino)-2-oxoethyl]- 1 ,2- 
cyclopropanedicarboxamide, 

(lS,2R,3S)-Nl-{(lS 5 2R)4-(3,5^fluorobenzyl>2-hydro^ 
methoxybenzyl)amino]piopyl}-3^^ 
1 5 cyclopropanedicarboxamide, 

Ni^ClS^^-CS^^uorobenzyl^-hydroxy-S-tCS- 
methoxybenzyl)amino]propyl}- N 3 JN[3^ip XO pyi_5« 
{[(trifluoromethyl)sulfo^ 

NM(lS^>H3,5^uon>l^ 

20 hydroxypropyl}- N 3 ,N 3 -dipropyl-5- 

{[(trifluon>methyl)sulfonyl]amino}isophthalamide, 

NM(lS;2R)-l-benzyl-34(3^ 
dipropyI-5- {[(trifluoromethyl)sulfo^ 

NM(lS;2R>H3,5^uorob 

25 hydroxypropyl} -5- {methyl[(trifluorome&yl)sdfonyl]amino} - N 3 ,N 3 - 
dipropylisophthalamide, 

NM(lS,2R)-H3,5^uorobenzy^^^ 
methox)toenzyl)aminoJpropyl}-5-{m 

N 3 ^ 3 -d^jropylisophthalamide, 
30 N!-{(lS,2R)-H3,5^uon)ben^I>-2-hydn>xy-3-[(3- 
methoxybenzyl)amino]propyl} - N 3 ,N 3 ~dipropyl-5- 
{propyl[(trifluoromethyO 
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methoxybenzyl)amino]propyl}-5-[(methylsulfonyl)am N 3 JN 3 - 
dipropyKsophthalamide, 

Ni-IClS^HS^-dmuoiobenzyl^-hydioxy^-KS- 
5 methoxybenzyl)amino]propyl} -5-[(phenylsulfonyl)amino]-N3,N3 w 
dipropylisophthalamide, 

N-{(lS,2R>H3^difluoroben^ 
isopropylbenzyl)amino]propyl}-3-[(dipropylammo)sulfo 
N-{(lS£RH-(3,5-dmuorobe^ 
10 hydroxypropyl} -3-[(dipropylamino)sulfonyl]piX)paiiatnide, 

N-((l S,2R>1 -(3,5-difluoroben2yl>3- {[3-(dimethylammo)ben2yl]amino}-2- 
hydroxypropyl)-3-[(dipropylamino)sulfonyl]pro^ 

N<(1 S,2R>l-(3,5-difluorobenzyl>3- {[(2-etbyH,3«thiazoI-5- 
yl)methyl]amino}-2-hydroxypropyl)-3-[(dipropylai^ 
15 N<(lS,2R)-l-(3,5^ifluorob€^ 
yl)methyl]amino}pn>pyl)-3-[(dipropylamk 
NK(lS,2RH-(3,5KMuorobei^ 
isoxaz»lyl)methyl]amino}pro^ 

NHXlS,2R)-3-[(3^yclopropylbei^ 
20 hydroxypropyl]-3- [(dipropylamino)sulfonyl]propanamido, 

N^lS,2R)^-[(3Kyclopropylte^ 
hydmxypropyl]-5-methyl-N 3 ^ 3 -dipropyUsophthalamide, 

N^lS,2R)-l-(3,5^uorobenzyl^^^ 
yl)benzyl]amino}propyl)-5-m 
25 N^lS,2R)-H3,5-diftoorobe^ 
yl)ben2yl]amino}pix>pyty^^ 

N^lS£R>34(3-acetylbe^ 
hydroxypropyl]-5-methyl-N 3 ,N 3 ^propyUsophthalaiiride, 

N^(lS,2R)-3-[(3-ace1ylbe^ 
30 hydroxypropyl]- N 3 ^ 3 -dipropyl-l,3,5-benzenetricarboxamide, 
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N^lS^>3-[(3-acetylbei^^ 
hydroxypropyl]-5^airdnosulfonyI)- ^^^jipropyii^phthalainide, 

NM(lS£R>3-[(3-acetylbe^ 
hydroxypropyl]-5-(methylsulfonyl)- N^N^Kftpropyttsophthalamide, 
5 N^lS,2R)-3-{[3^die%lai^ 

hydroxypropyl]-5-methyl-N3 ^^jjppQpyiisQphtixaiamide, 

N^lS,2RH^3>dmuoroben^^ 
morpholmyl)b€aizyl]amm 

N 1 <(lS,2RH<3,5^uoix)benzyi>2-hydroxy.3-{[3K 
10 pipen^yl)ben2yl]amino}prop 

N^lS;2R)^-{[3<aminosulf^^^ 
hydroxypropyl]-5-methyl-N^ 

N^lS£R)-l-(3>cfcfiuorob^ 

[(dimethylamino)sulfo^^ 
15 dipropylisophthalainide, 

N^(lS^R)4-(3,5-difluo^obenzyl)-2-hydroxy-3- {[3-(l- 
piperidinylsu^^ 

Ni-CClS^R^l^^-difluorobenzyO^-hydroxy-S-iP-" 
(methylsulfonyl)benzyl]a^^ 
20 N^lS,2R)-l-(3,5-dmuo^^ 
(isopiopylsulfonyl)benzy^^ 

NM(lS£R)-3-{[3^amin(K^ 
hydroxypiopyl]-5-methyl-N3^ 

Nl-[(lS^R)-H3,5-di£luoroben2yl>3-({3- 
25 [(dimethylamino)caibonyl]benzyl} amino)-2-hydroxypropyl]-5-raethyl-N 3 r N3. 
dipropylisophthalamide, 

N^lS^)-3-[(3^yanobenzyO 

hydroxypropyl]-5-methyl-N3^ 

3<{[(2R,3SW3,5^£luoiophenyl)-3^{3-[(dipropylamm 
30 methy!benzoyl}ammo)-2-hydn)xybutyl]amino}m 
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3^{[(2IUSH-(3^-difluoropheDyl)-3^{3^(dipropyla^o)cailK)nyl]-5- 
mefeyIben^yl}amino)-2-hydroxybutyl]ammo}methyl)phenyl dimethylcaibamate, 

N!-((lS^R)-l-(3,5-di£luorobenzyl)-2-hydroxy-3-{[3-(l- 
propynyl)benzyl]ammo}propyl)-5-m^ 
5 N!-((lS,2R)-l-(3^-difluorobenzyl)-2-hydroxy-3-{[3-(3-methyl-l- 

butynyl)benzyl]amino}piopyl)-5-me^^ 

N 1 -((lS^R)-l-(3 ) 5-difluorobenzyl)-2-hydroxy-3-{[3-(2- 

propynyl)ben2yl]amino}piopyl>5-m^ 

N^(lS,2R)-lK3 J 5-^uoroben2yl>2-bydl10xy-3-{[3-(5-isob^ltyl-l,3,4- 

10 oxadiazol-2-yl)methyl]aiixmo}p^ 

N^lS,2RH< 3 >5^uorobe^l>3-{[3-(5^thyL^ 

yl)methyl]ammo}-2-hydroxy^^ 

N^(lS^R)-l<3 ) 5^uorobenzyl)-3-{[3K5^thyl-l,3,4-tbiadiazol-2•■yl) 
me%l]amko}-2-hydxoxypropyl>5-methyl-N 3 ,N 3 -dipropyUsophthalainide, 
15 Ni-ftlS^R^l-CS^-difluorobenzyO^-hydroxy-S- {[3-(5-isobutyl-l ,3,4- 

flriadiazol-2-yl)mediyl]amino}^^ 

N^(lS,2R>M3,5-difluorob^ 

methyl]amho}-2-bydroxypropy^^ 

N^(lS,m>l-(3 s 5-dmuoroba32yl)-2-hydrDxy-3-{[3-(3-isob^tyl-U,4- 

20 thiadiazol-5-yl) methyl]an^o}piopyI)-5-me1hyl-N^ 

N 1 K(lS,2R>l<3,5-difluorobenzyl)-2-hydroxy-3-{[3-(3-isobutyl-lA4- 

oxadiazol-5-yl)methyl]amino}piopy^ 

Ni^ClS^^HS.SHlifluoroben^l^S-iP-fS-ethyl^A^-oxadiazol-S-yl) 

methyl]amino}-2-hydioxypK)p^^^ 

25 Ni-KlS^HKS.S-diflwmtoen^ 

y])methyl]amino}-24iydroxypr^ 

N 1 K(lS^>H3,5^uorobenzyl)-2-hydroxy-3-{[(2-isobutyl-l ) 3-oxazol-5- 

yl)me%l]amino}propyl)-5-melhyl-N 3 ^ 3 HlipiopyKsoph1hdamide, 
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oxadiazol-2-yI)methyl]ai^ 

N^lS^H-frS^uorobenzy^ 
tMadiazol-2-yl)methyl]ainino}^ 
5 Nk(lS^HK3,5^flttorob^^ 
yl)methyl]amino}-24iy<froxy^^ 

N^lS^R>l-(3>difluorobe^ 
yl)methyl]amino}-2-hy<froxypi^ 

N^lS;»H-(3,5-difluorobe^ 
10 yl)me£hyl]amino}-2-hy<froxypropy 

Nk(lS^H<3,5^uoioben^ 
yl)methyl]amino}-24iydrox^^ 

N^lS£RH<3>5-difluoix>b^ 
thiadiazol-5-yl)methyl]amino}pro^ 

15 NkaS^RH-O^fl™^^ 
oxadiazol-5-yl)me1hyl]amino}propy^ 

Nl-((lS^)-lK33-ifluorob^ 
yl)methyl]amino}-24iydroxypro^ 

N^lS,2R)-H3,5-difluo^ 
20 5-yl)methyl]amino}piDpyl)-5^^ 

N^CClS^R^l-CS^-difluorobenzyl^S-CP-ethyl-^ 
pyrimidmyl)mefhyl]atDino} -2-hy droxypropyl)-5 -methyl-N 3 ,n3 - 
dipropylisophtbalamide, 

N 1 <(lS^>H3,5^fluoroben2yl)-2-hydroxy-3-{[(2-^ 
25 pyrimidinyl)methyl]ai^ 

Nl<(lS^R)4K3,5-di£luorobenzyl>3-{[(2-ethynyl^ 

pyrimidinyl)methyl]amin^^ N 3 ,N 3 - 
dipropylisophfhalamide, 
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N^lS^RH^S^uorobe^ 
pyrinridinyl)methyl]amm^ 

N^lS,2RHK 3 >5^uorobenzyl>^ 
pyrinridinyl]methyl} amino^-hydroxypropyll-S-methyl'N^^. 
5 dipropylisophthalamide, 

N^lS;2R>1^3,5^uoioben^ 
pyrimidinyl]methyl} amino)-2-hydroxypropyl]-5-niethyl-N3 ) N3. 
dipropylisophlhalamide, 

N^KlS^RH^S^uorobe^ 

10 pyriiiudinyl]methyl}am^ 
dipropylisophthalamide, 

N^lS,2RH^3,5^muorobenzy^ 
pyriiddinyl)methyl]amino}propyl)-5-m 

Nl-((lS,2R)-H3,5-dmuorobenzyl)-3-{[(4-ethyl-2- 

15 pyriiridinyl)methyl]an^ 

dipropylisophthalamide, c " ^ 

N!<(lS,2R)-H3,5^uorobenzyI)-3-{^ 
pyridazinyl)methyl]amino}-24iyd^ " 
dipropyUsophthalamide, 
20 N 3 K(lS,2R>H3,5^Muorobenzyl)-3-{[3-(dime%laiim 
hydroxypropyl)-N^^-dipropyl-3,5-pyridine(U 

N^lS^RH^Klifluorobe^ 
pyridazinyl)methyl]amino}p]^ 

N 3 <(lS,2R>H3,5^uorobenzyl>2-hy(hx>xy-3-{[3-(l- 
25 pix>pynyl)benzyl]an^ 

N^lS>2RH^3,5^uorobei^^ 
pyridazinyl)methyl]amm^ 

N 3 -{(lS£RH<3,5-dmuoroben^^ 
hydroxypropyl}- ^^^propyl-SjS-pyridinedicarboxamide, 
30 . Nl^(lS,2R>-H3,5-difluorobenzyl)-3-{[(6-efhyl^ 
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pyridazinyl)methyl]ainino} -2-hydroxypropyl)-5-methyl-N 3 ^ 3 - 
dipropylisophthalamide, 

N 3 -{(lS^H-(3>dffluoroben^ 
isopropylbenzytyaminolpropyty-N 5 ^ 
5 Nk(lS£RH-(3,5-difluoro^ 

pyrazinyl)methyl]amino}-2-hydroxypropyl)-5-m^ 
dipropylisophlhalaiiride, 

N 3 - {(lS^R>H3 9 5^uorobenzyl)-3-[(3-ethyIbenzyl)am 
hydroxypropyl}-N 5 ,N5-dipropyl-3,5-pyridinedicaiboxainide, 
10 N^lS£R>H 3 >5^uorobenzyl)^ 
pyrazinyl)methyl]aii^^ 

N^lS£R)-2-hydroxy-3~[(3-m^^ 
trifluorobenzyl)propyl]-5-^^ 

N^(lS,m>2-hydroxy-H3 > 4,5"trifluorobenzyl)-3-{[3- 
15 (trifluoromethyI)ben^ 

N^lS,2R)-2-hydn>xy-H2^ 
(trifluoromethyl)bei^ 

N 1 -[(lS,2R>2-hydroxy-3-[(3-mettioxybenzyl)amino]4<23,5 

tetrafluorobenzyl^ 
20 N^lS;2R>H3,5^fluoroben^ 

methoxy-2,3-dihydro4H-inden-l-yl]a^ 
dipropylisophthalamide, 

N^lS,2R>H3,5-dMuoiobe^ 

methoxy^niihydro-lH-in^ 
25 benzenetricarboxamide, 

N^lS,2RH-(3,5^uorobenzy^ 
dihydro-lH-inden4-yl]amino}-2^ 
dipropylisophthalamide, 
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N^lS,2RH^3,5^uorobei^^ 
dihydro- lH-inden- 1 -yl]amino} -2-hydroxypropyI)-N 3 ^J 3 -dipropyl- 1 ,3,5- 
benzenetricaiboxamide, 

N 1 -{(lS,m>2.hydroxy-HlH-indol-5-ylmethyl>3-[(3- 

5 methoxyben2yl)amino]propyl^^^ 

Ni-IClS^^S-KS-ethylbenzyOammol-l-hydroxy-H 
ylme%l)propyl]-5-methyW 

N^lS^)-24iydioxy-3-[(3-m^^ 
methylbemyl)propyl]-5-metty^ 
10 N^lS,2R>2-hydroxy-3-^ 

methyIbenzyl)propyl]- N 3 ,N 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

NM(lS,2R)-2-hydroxy-3-[(3-m^ 
(trifluoromethy^ 

N^ftl S,2R)-2-hydroxy-3-[(3-methoxybenzyl)amino]4-[3^ 
15 (trifluoromet^ 

NM(lS,2R)-2-hy(fcoxy-3-[0^^ 
pyridinylmethyl)pro^ 

NM(lS;2R)-2-hydroxy-3-[(3-methoxy^^ 
pyridinylmethyl)piopyl]-N 3 ^ 3 ^piopyM^ 
20 N^fClS^^l-tS-fluoro-S-Ctrifluoromethy^beiizyq^-hydroxy-S-KS- 
methoxybenzyl)amino]propyl}-5-me&yl-N3^3-<J^ropyIisophthdamide, 

N 1 -{(lS^)-l-[3-fluoTO-5-(1rifluoromethyl)benzyl]-2-hydroxy-3-[(3- 
methoxybem2yl)amino]propyl}^ 

N l -{(lS,2R)-2-hydroxy-3-[(3-meaoxyben2yl)amino]-l-[3- 
25 (trifluorome1hoxy)benzyl]propyl}-5^ 

NM(lS^)-2-hydroxy-34(3-methoxyb^ 
(trifluorome&oxy)beaz^^^ 

1 Nl-{(lS,2R)-2-hydioxy-l-(3-hydroxybenzyl>3-[(3- 
me&oxybei^QaininoJpropy^-S-me^l-^^^propyUsophthalamide, 
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NMaS^^-hydroxy-l-C-hydro^ 

methoxybenzyi)amino]propyl}-N3^ 3 ^pro^ 

N 1 -[(lS,2R>2-hydroxy-3-[(3-methoxyben2yl)amino]-l-(4- 
methylbenzyl^ropyll-S-melhyl-N^^^propyiisophfliaianude^ 

5 Nl-[(lS^R)-2-hydroxy-3-[(3-methoxybenzyl)amino]-l-(4- 
metiiyIben^l)propyl]-N^^. ( ^p ro pyi.i > 3 ) 5.baizenelTicaiboxamide, 

N 1 -{(lS^R>l-(4-fluoro-3-methylbenzyI)-2-hydroxy-3-[(3- 
methoxyben2y0amino]propyl}-5-mefr^ 

N!-{(lS^R)-l-(4-fluoro-3-methylbenzyl)-2-hydroxy-3-[(3- 
10 methoxybenzy0an±io]propyl}-N 3 ,N3Klipro^ 

N!-{(lS^R)-l-(4-chlorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -5-mefhyl-N 3 JN^dipropyMsophthalamide, 

Nl-{(lS^R)-l-(4-chlorobeiizyl)-2-hydioxy-3-[(3- 
me&oxyben2yI)ammo]propyl}- N 3 ^ 
15 Nl-{(lS^R)-2-hydroxy-l-(3-methoxybenzyl)-3-[(3- 

. methoxybenzyl)amino]propyl}-5-me1byl-N 3 ,N3-dipropylisophtiialamide, 
;• T Ni-KlS^^-hydroxy-HS-metiioxybenzylVS-KS- 
methoxybenzyl)amino]pi0pyl}-N 3 ^3_ < Hp ro py^^ 

Ni-IClS^^-hydroxy-l-C^methoxybenzylJ-S-KS- 
20 methoxybenzyl)amino]propyl} -5-methyl-N 3 ^I 3 -dipropylisophthaIamide, 

N 1 -{(lS^R>2-hydroxy-l-(4-meflioxyben2yl)-3-[(3- 
methoxybenzyl)amino]propyl} - N 3 J'l'-dipiopyl- 1 ,3,5-benzenetricarboxamide, 

^-{(lS^RyHS-chloro-S-fluorobenzyl^-hydroxy-S-fCS- 
methoxybrazyl)amino]propyl}-5-methyl-N 3 ^ 3 ^propylisophtb^amide, 
25 NM(lS^M<3-cMoro-5-fluorobenzyl>2-^^^ 
methoxybenzyl)amino]propyl}-N 3 ,N^ 

N 1 -{(lS^R>l-(4-chloro-3-fluorobenzyl>2-hydioxy-3-[(3- 
methoxybenzyl)amino]propyl}-5-methyl^ 
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NM(lS^>H4^Moro-3-fl™ 
methoxybeii2yl)amkofc^ 

NMOS^RHW^chlorobe^^ 
methoxybenzyI)amino]propyl}-5-meft^ 
5 N 1 -{(lS^R)-H3,5H!icmorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzyl)amino]propyl}- N 3 ^^ pro pyi.i ^^.benzenetricarboxamide, 

Nl-{(lS^R>144-(dimethylammo)ben2yl]^ 
methoxybenzyl)amino]propyl} -S-methyl-^^^ipropyii^htJiaianiide, 

N 1 - {(lS^R>l-[4.(dimethylamino)benzyl]-2-h^ 
10 methoxybenzyl)amino]propyI^^ 

N 1 -{(lS,2R>lK3^morobenzyl)-2-hydroxy-3-[(3- 
methoxybemyl)amino]propyl}^^ 

Ni-KlS^R^l^-chlorobenzyi^-hydioxy-S-KS- 
methoxybenzyl)amino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 
15 Ni-iClS^R^HS^fluorobenzyQ^hydroxy-S-KS- 

methoxyben2yl)ainino]propyl} -5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

NM(lS;2R)hl^-fb^ 
methoxybenzyl)amino]propy 

N 1 -{(lS^R>2-hydroxy4<4-isopropylbenzylH 
20 methoxybenzyl)ainino]propyl} -5-me1hyl-N 3 ,N 3 -dipropylisophfhalaiiiide, 

N^fClS^^-hydroxy-K^isopropylbenzyl^-tCS- 
methoxybenzyl)amino]propyl}- N 3 ^J 3 -dipropyl-l ,3,5-benzenetricarboxamide, 

N 1 - {(1 S^>2-hydroxy-34(3-methoxybenzyl)amino]- 1 -[(6-methoxy-2- 
pyridinyl)methyl]propyl} -5-methyl-N 3 ^ 3 -dipropylisophthalamide, 
25 N*-{(1 S^>2-hydroxy-3^(3-methoxybe 

pyridinyl)methyl]piopyl}-N^^ 

NM(lS,2R)-2-hydroxy-3-[(3-meto^ 
pyridinyl)meQiyl]propyl} -S-melbyl-^^^piopyHsophtiialainide, 
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NM(lS,2R)-2-hy<toxy-3-[(3-metto^ 
p^dinyl^ethylJpiopyll-N^^^jipjopyj.! ,3,5-benzenetricaiboxamide, 

NM(lS£RH^3-fluoro^m^ 
methoxybenzyl)amino]p^^ 

5 NMOS^RH^-fluoro^me^ 
methoxybenzyl)amino]propyl}-^^ 

NM(lS,2R)-l-(3-fluoro^metfo^ 
methoxybenzyl)amino]pro^ 

NMClS^RVHS-fluoro^me 
10 methoxybenzyl)an^o]propyl}-^ 

N 1 -[(lS^)-2-hydroxy-3-[(3-methoxyben2yl)amino] 
methylbenzyl)propyl]-5-me^ 

N^lS;2Rj-2-hydroxy-3-[^ 
methyIbenzyl)pTC>pyl]-N3^ 
15 N^lS,2R)-2-hydioxy-3^ 
ylmethyl)propyl]-5-methyl-N3^^ 

^-[(lS^R^-hydrox^^ 
y!methyl)propyl]-N3^3.dip r0 pyi. \ ,3,5-benzenetricarboxamide, 
NM(lS;2RH-[(5-cMoio-2-tM^^ 
20 methoxybenzyl)amino]propyl} -5-methyl-N^ ^^propyiigophthalamide, 
N 1 -{(lS^R>-l-[(5^hloro-2-thienyl)me%l]-2-hydroxy-3.^ 
methoxybenzyl)axnino]propyl}-N^ 

N-{(lS,2RH-(3,5^iwrobe^ 
hydroxypiopyl}^hydroxy-3^1^ 
25 N-{(lS,2RHK3,5^uoroben^ 

hydioxypropyl}-5-methyl-2-[(methyIsulfonyl)ainm 

N-{(lS^>H3,5^uorob<m^^ 
hydroxypropyl}~2-[(methyls^ 

N-{(lS;2RH<3,5-difhioio^^ 
30 hydroxypropyl}-2-[(propylsulfonyl)am^ 
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N- {(1 S^)4K3,5-^uoiobenzyI>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -4-hydroxy-3-(l -pynolidinylcaibonyl)benzanude, 

N-{(1S^)-H3,5^uoroben^ 
methoxybenzyl)amino]propyl} -2-[(propylsulfonyl)amino] - 1 ,3 -thiazole-4- 
5 carboxamide, 

N-{(lS;^)-l-benzyl-3-[(3^yIb 
[(methylsulfonyl)ai^ 

N-((lS^R>l-(3,5-difluorobenzyl>3-{[l-(3- 
ethylphenyl)cycIopropyl]amino^ 
10 oxazole-4-caiboxamide, 

N<(lS£RH-(3,5-difluorobe^^ 
methyletbyljamino} -2-hydroxypropyl>4-hydroxy-3-(l- 
pym>Udinylcarbonyl)benzamide, 

N<(lS^R>l-(3,5-^uorobenzyl)-3-{[l-(3-ethylphenyl>l- 
15 methylethyl]amino}-2-hycko^ ,3-oxazole-4- 
carboxamide, 

N-{(lS,2R)44)en2yl-2-hydit)xy-3-[(3-methoxybenzyl)an^ 
[(mefhylsulfonyQamino]- 1 ,3-oxazole-4-carboxamide, 

NK(lS^>H3,5^fluorobe^ 
20 me%letiiyl]amino}^^^ 
oxazole-4-carboxamide, 

N-((lS,2R>l-(3,5-difluorobeiizyl>3-{[l-(3- 
ethylphenyl)cycloprc^^ 
pynolidinylcaibonyl)benzainide, 
25 N-{(lS^R>H3,5^uorobenzyl)-3-[(3-ethynyIben^ 
hydroxypropyl}-2-[(met^ 

N-{(lS,2R>H3,5^fluorobenzyl>2-hydn>xy-3-[(3» 
methoxybenzyl)aiiiiiio]propyl} -2-[(methylsulfonyl)amino]- 1 ,3-oxazole-4- 
carboxamide, 
30 N-{(lS^H<3,5^uorobenzyl)-3^ 
bydroxypropyl}-5-methyl-24(methykulfonyl)amm 

N-{(lS^>H3,5-^uoroboizyl>2-liydroxy-3-[(3- 
methoxybenzyl)amino]propyl} ^hydroxy-3^1 -piperidinylcaxbonyl)benzainide, 
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N-{(lS^>H3,5-difluorobenzyl)-2-hydiDxy-3-[(3- 
iodobenzyI)amino]propyl} ^[(methylsulfonyl)amino]-l ,3K)xazole-2-caiboxamide, 

N-{(lS^>l-benzyl-2-hydroxy-3-[(3-iodobenzyl)amino]p 
[(methylsulfonyl)amino]- 1 ,3-oxazole-4-caiboxamide, 
5 N-{(lS^R>H3,5-<Muorobenzyl)-2-hydroxy-3-[(3- 

iodobenzyl)amino]propyl} -5-mefliyl-4-[(methylsulfonyl)ambo]-l ,3-oxazole-2- 
carboxamide, 

N-{(lS,2RH^3,5-4iftoorobe^ 
hydroxypiopyl}^hydroxy-3^ 

10 N-{(lS^RH^3,5^uorobenzy^ 

hydroxypropyl}-4-[(methylsulfonyl)amino]- 1 ,3-oxazole-2-carboxamide, 

N-{(lS,2R>l-benzyl-2-hydroxy^ 
2-[(methylsulfonyl)amk^^^ 

N-{(lS,2R)-H3,5-difhiorobenzy^^ 
15 hydroxypropyl } -5 -methyl-4- [(methylsulfonyl)amino] - 1 ,3 -oxazole-2-carboxamide, 
N-{(lS,2R>H3>difluorobenzyl^ 
hydroxypropyl}-44iydioxy-3^ 

N-{(lS,2R)-l-(3>difluorobe^^ 
hydroxypropyl}^[(ethyteulfo^ 
20 N-{(lS,2R>H3,5^uoroben^^ 
iodoben^l)amino]propyl}-5-methyl^^ 
carboxamide, 

N-{(lS,2R)4<3,5Klifluorobenzyl)-2<hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -4-[(ethylsulfonyl)amino]-l ,3-oxazole-2-carboxamide, 
25 N-{(lS^R>H3,5^uorobenzyl>3-[(3^%lbenzyl)amin 
hydroxypropyl}^hydtoxy-3^4-^^ 

N-{(lS,m)-H3,5-^uorobenzyl)-2iydroxy-3.[(3- 
iodobenzyl)amino]propyl} ^[(propylsulfonyI)amm 

N-{(lS^R)-H3,5^ifluorobenzyl)-2^hydroxy.3-[(3- 
30 methoxybenzyl)amino]propyl} -5-methyl-2-[(methylsulfonyl)amino]- 1 ,3-oxazole~4- 
carboxamide, 

N-{(lS^)-H3,5-difluorobenzyl)-2-hydroxy.3-[(3- 
iodobenzyl)arnino]piopyl}^[(me^ 
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N-{(lS^R>l-(3,5-di£luorobenzyl)-2-hydioxy-3-[(3- 
methoxybenzyl)aniino]propyl}^hy 

N-{(lS,2R>H3,5-difluon)benzyl)-3-[(3-ethyIbenzyl)a^ 
hydroxypropyl} -4-[(methylsulfonyl)amino]- 1 3-thiazole-2-carboxamide, 
5 N-{(lS^>H3,5-difluorobe^ 
hydroxypropyl}-5-methyl-2-[(metty^ 

N-{(lS,m>H3,5^fluorobenzy^ 
hydroxypropyl} -2-[(methylsulfonyty 

N-{(lS,2R>H3,5^uorobe^ 
1 0 hydroxypropyl } -4-hydroxy-3-(l -piperazinylcarbonyljbenzamide, 

N-{(lS,2RH-(3,5^ifluorobei^^ 
hydroxypropyl} ^methyl-2-[(methylsulfonyl)aiiiino]-- 1 ,3-oxazole-5-carboxamide, 

N 4 -{(lS,2RH^3,5-dmuoroben^ 
hydroxypropyl} -2-[(methylsulfoByl)amino]-l ,3-oxazole-4,5-dicarboxamide, 
15 N-{(lS^R>l-(3,5-difluorobenzyl)-2-hydn)xy-3-[(3- 

iodobenzyl)amino]propyl} -2-[(methylsulfonyl)amino]-l ,3-oxazole-5-carboxamide, 

NM(lS,2RH-(3,5-difluoroben^^ 

hydroxypropyl} -4-hydroxy-N 3 -methylisophthalamide, 

N-{(lS^R)4<3>difluoiobenzyl)-2-hydroxy"3-[(3- 
20 iodobenzyl)amino]propyl}-4-me% 
carboxamide, 

N-{(lS,2RH^3,5^fluoroben^ 
hydroxypropyl} -2-[(ethylsulfo^ 

N-{(lS^R>l-(3,5-^uoiobenzyl)-2-hydroxy-3-[(3- 
25 iodobenzyl)axnino]propjd}-5-[(^ 

NM(lS^>H3,5-difluorobe^ 
methoxybenzyl)amino]propyl} -4-hydroxy-N3-methylisophthalamide, 

N-{(lS^R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
iodobenzyl)amino]piopyl} ^methyl-5-[(methylsulfonyl)aroino]- 1 ,3 -oxazole-2- 
30 carboxamide, 

N-{(lS,2R)4<3,5^uorobenzyl>2-hydroxy-3-[(3- 
methoxybenzyl)airrino]propyl} -2-[(ethylsulfonyl)amino]-l ,3-oxazole-4- 
carboxamide, 
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N-{(lS^H-(3,5Klifluorobe^ 
hydroxypropyl} ^methyI-5-[(methylsulfonyl)amino]- 1 ,3-oxazole-2-caiboxamide s 

Nl-KlS^HS.S-difluorobenzy^-hydroxy^-tCS- 

methoxybenzyl)amino]propyl} -N3-efhyl-4-hydroxyisophthalamide, 
5 N-{(lS£RH^3,5^uorobenzyl)^ 
hydroxypropyl} -5-[(methylsulfc^ 

N-{(lS,2R>H3,5-difluorobenzyl>2-hydK>xy-3-[(3- 
iodobenzyl)amino]propyl} -2-[(ethylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 
N-ftl^lRH^S^uorobe^^ 
1 0 hydroxypropyl} -5-[(methylsulfonyl)aniino]-3-isoxazolecarboxamide, 

NM(lS£RH<3,5^uorobenzyl)-3-[(3^ 
hydroxypropyl}-N 3 ^tbyl^hydioxyisophth2lamide, 

N-{(lS,2R)-l-(3 7 5-difluorobenzyl>2-hydroxy-3-[(3- 
iodobenzyl)amino]propyl} -5-[(methylsulfonyl)amino]-3"isoxazolecarboxamide, 
15 N- {(lS,2R>H3,5-difluorobenzyI>2-hydroxy-3-[(3- 

iodoben2yl)amino]propyl}-2-[(propyls^^ 

N-{(lS,2RH<3,5-difluorobe^ 
iodoben2yl)ai^o]propyl}-3-[(methylsulfony 

N^XClS^J-l^^-difluorobenzyl^-hydroxy-S-KS- 
20 iodobenzyl)amino]propyi}-N^ 

N-{(lS£RH-(3,5^uorobenzyl)^ 
hydioxypiopyl}-3-[(mefliylsulfonyl)airuno]-5-isoxazolecar^ 

N- {(lS>2RH-(3,5^uorobenzyl^ 
methoxybenzyl)amino]propyl}-2-[(propylsidfonyl)amino 
25 carboxamide, 

N-{(lS^)-H3,5-^uorobenzyl>2-hydioxy-3-[(3- 
iodobenzyl)amino]propyl}-5-(hydioxymethyl)-2-[(m 
oxazole-4-carboxamide, 

N 3 ^cyclopropylme%l>NM(l^ 
30 [(3-iodobenzyl)amino]propyl} -4-hydroxyisophthaIamide, 
5^clopropyl-N-{(lS;2R>H3,5^^ 
iodobenzyl)amino]propyl} -2'[(methylsulfonyl)amino] 1 ,3-oxazole-4-carboxamide, 
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N-{(lS,2RH<3,5^fluorobe^l)^ 
hydroxypropyl}-2-[(prop^ 

N-{(lS,2R>H3,5Klifluorobenzyl>2-hydn)xy-3-[(3- 
iodobenzyl)amino]propyl}-5-isopropyl-^^ 
5 carboxamide, 

N^cyclopropyImethyl>NM(l^^^ 
ethylbenzyl)amino]-2~hydro^ 

N-[(lS;2R)4^3,5Klifhiorobe^ 
[(methylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 

10 N-{(lS,2RH^3,5^fluorobenzy^ 

hydroxypropyl}-5-metiiyl-2-[03ropylsulfonyl)amm 

N-[(lS^)-3-(cyclopropylamino>l<3,5-^ 
2-[(methylsulfonyl)amiiio]-l ,3-oxa2»le-4-carboxamide, 
N-[(lS^R)-3-[(3-ethylbenzyl)amino]-2-hydroxy-^ 
15 hydroxybenzyl)propyl]-2-[(me&^ 

N 1 -{(lS^R>H3,5^fluorobenzyl>34(3^%lbenzyl)ainiTO 

hydroxypropylJ^hydroxy-N^-isobutyUsoplithalamide, 

2-{[(cyclopropylmethyl)sulfonyl]anm 
<Muorobenzyl)-34(3^thylbe^ 
20 carboxamide, 

N 1 - {(lS,2R)-H3,5^fluorobei^ 
hydroxypropyl} -4-hydroxy- N^-isobutyl-N^-metihylisophtbalaxaide, 

N-{(lS,2RH^3,5^fluorobc^ 
hy<hoxypiopyl}-2-[(isobutyls^ 

25 N 3 ^cyclopropylme^^ 

e%lbenzyl)amino]-2-hycto^ 

N-{(lS,m)-l-(3,5Kimuon)benzyl>2-hydroxy-3-[(3- 
methoxybenzyl)amino]propyl} -2-[(isobutylsuIfonyl)amino]- 1 ,3-oxazole-4- 
caiboxamide, 

30 N^lS,2RH^3,5^uorobenzy^ 

hydroxypropyl} ^hydroxy-N^-methyl-N^-propylisophthalamide, 
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N-{(lS^R>l-(3>difluorob^ 
iodobenzyl)amii^ 

Nl-{(lS^)4^3,5^uorobenzyl)-2-hydroxy-3-[(3- 

methoxybenzytyaminojpropyl} ^hydroxy-N^-methyl-N^-propyHsophtiialainide, 
5 N-{(lS^)-l-(3,5-dm™^ 

iodobenzyl)amino]propyl}-2-[(phenylsulfonyl)amiao] 

NM(lS£R)-l-(3,5^ifluorobe^ 
methoxyben2yl)amino]propyl}^ 

N-{(lS,2R>H3,5-^uorobenzyl)-2-hydroxy-3-[(3- 
10 iodoben2yl)amino]propyl} -2- {[(4-methylphenyl)sulfonyl]amino} - l,3-oxazole-4- 
carboxamide, 

NM(lS,2R>H3^dmuorobenzyl^^ 

hydroxypropyl} -N3-ethyl-4-hydroxy-N3-propyKsophthalainide, 

N-{(lS,2R>l-(3,5-dmuo^ 
1 5 hydroxypropyl} -2- {[(4-methy^henyl)sulfonyl]amino} -1 ,3-oxazole-4-carboxamide, 

N-{(lS,2R>l-(3,5-difluorobe^ 
hydroxypropyl} -2-[(phenylsulfonyl)amino]- 1 ,3-oxazole-4-carboxamide, 

N^lS^-l^Snli^^ 

hydroxypropyl}-4-hydroxy-N 3 , N^-dipropylisophthalamide, 
20 N-{(lS,2R>H3,5-dffluorob^ 
hydroxypropyl}-2-[methyl(me%^ 

N 1 -{(lS^R>H3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
methoxybenzyl)ammo]propyl^ 

N-{(lS,2R>H3,5-dmuorobenzyl)-2«hydroxy-34p 
25 iodobenzyl)amino]propyl}-2-[mefliyl(methylsulfony]^ 
carboxamide, 

NMClS^RH^S^uorob^ 

iodoben2yl)amino]propyl}-4*hydroxy-N^, N^-dipropylisophthalamide, 

N-{(lS,2R>H3,5.dmuoroben2yl)-2-hydro^ 
30 iodobenzyl)amino]propyl} -2-[(methylsuIfonyl)amino]-l,3-tiiiazole^carboxamide, 

N-{(lS,2R>l-(3,5-dmuorobenzy^^ 
hydroxypropyl} -2-[(methylsulfonyl)amino]- 1 ^-thiazole-^-caxboxamide, 
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N 1 -{(lS^>H3,5^uorobenzyl>3-[(3^yIbenzyl)ammo]-2- 
hydroxypropyty^ 

N^(lS,2R)-H3,5^fluoroben^ 
hydroxypropyl}-5-[(ethylsu^^ 
5 N 1 - {(lS^>H3,5-difluorobe^ 

hydioxypropyl}-N 3 ^ 3 Kiipro^ 

NM(1S,2R)-H3,5^uorobenzyl>3-K^^ 
hydioxypropyl}-5-[(isopropyl 

NM(lS,2R>H3,5-dmuon>bei^ 
1 0 hydroxypropyl}-5-[(isobutyk 

NM(lS,2RH<3,5^uorobenzyl>3^^ 
hydroxypropyl}-N 3 JNf^propyl-5^ 

N l -{(lS£RH<3,5^fluorober^ 
hydroxypropyl}-5-[(2-furyls^^^ 
15 N^(lS;2RH-(3,5^uoroben^ 
hydroxypiopyl}-N 3 ,N 3 ^propy^^ 

N l - {(lS,2RHK3,5^uoroben^ 
hydroxypropyl}-5-[(l,3-oxaz»l-5^^ 

N l -{(lS,2R>lK3,5^uoiobe^l>3-[(3 : ethy^ 
20 hydroxypn>pyl}-5-[(l,3^xazol^^ 

N l -{(lS,2R)4^3>5^uorobe 
hydroxypropylj-^N^prop 

N^(lS,2RH-(3,5^uorobenzyl^ 
hydroxypropyl}-5-{[(l-me%l-lH^ 
25 dipropylisophthalamide, 

N^(lS;2RH^3,5^muorobenzyi^^^^ 
hydroxypropyl}-5-[(pheayls^^ 

5-{[(5^yanopyridin-2-yl)s^^ 
difluorobeii^l>3-[(3-ethyIbemyl)ammo]-2-h^^ 
30 dipropylisophthalamide, 

NMaS^H^S^uorobe^ 
hydroxypiopyl}-N 3 ^ 3 ^piopyl-5<^ 
yljsulfonyl} amino)isophthalamide, 
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N-{(lS^)-l-(3,5^uorobenzyl)-3-^ 
hydroxypiT)pyl}-3-{[(l-me^^ 

N-{(lS^H^3,5^uorobenzyl>3-[(3^^ 
hydroxypropyl}-3^{[5^trifliiorome^^ 
5 3-{[(5^yanopyridin-2-yl)s^^ 
(Hfluorobenzyl)-3-[(3-e1hylbeii^ 

N-{(lS£RH-(3,5-difhiorob^^ 
hydroxypropyl}-3-[(phenylsuff^^ 

N-{(lS;2R>H3,5^uoroben2yl)-3-[@^^ 
1 0 hydroxypropyl} -3-[(metiiylsulfony I)amino]ben2ainide, 
N-{(lS,2R)4^3,5^fluorobenzy^ 
hydroxypropyl} -3- [(ethylsulfonyl)amiiK>]benzaiiiide, 

N-{(lS,2R)-H3,5KHfluorobe^ 
hydroxypropyl}-3-[(propylsulfonyl)a^^ 
15 N-{(lS,2R)-H3,5^uorobeiizyl)-3-[(3-e1hyIbeiizyl)amino 
hydroxypropyl}-34(isobutylsulfo^ 

N-{(lS,2R)-H3,5^fluorobenzyl)-3-[(3-e%lbenzyO 
hydroxypropyl}-3-[(isopropylsulfony0 
.j-'-r/yrM-r N-{(lS^>H3,5^uon)benzyl>3-[(3-ethylbe^ 
20 hydroxypropyl}-3-{[(l^thylpropyl)sulfonyl]amino}benzanu 
. 3-[(cyclohexylsu^ 
ethyIbenzyl)ainino]-2-hydK)xypropyl}benzamide, 

N-{(lS£R)-H3,5KKfluorobe^ 
hydroxypropyl}-3-{[(l^ropylbutyty 
25 N-{(lS,2R)-H3,5KMuoroben^ 

hydroxypropyl} -3-[(thien-2-ylsulfonyl)amino]benzamide, 

N-{(lS^H<3,5^fluorobenzy^ 
hydroxypropyl} -3-[(2-fuiylsulfonyl)amino]b^amide, 
N-{(lS;2R)-H3,5^uorobe^l)-3-[@^ 
30 hydroxypropyl} -3-[(isoxa2oi-5-ylsiilfonyl)amino]ben2ami 

N-{(lS^R)-H3,5^£luoroben2yl)-3-[(3^yIbenzyl)anm 
hydroxypropyl}-3-[^oxazol-3-ylsulfonyl)amino]b^ 

N-{(lS,m>H3,5^uoroben2yl)-3-[(3^thylbenzyl)ai^ 
hydroxypropyl} -3-[(3-fijjylsulfcmyl)ainino]benzamide, 
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N-{(lS£R)-H3,5Kimuorobe^ 
hydroxypropyl} -3-[(thien-3-yIsulfonyl)amino]benzar^ 

N-{(lS£R>H3,5^uorobenzyl>3-[(3^ 
hydroxypropyl} -3-[(l ,3-thiazol^ylsulfonyl)amino]benzamide, 
5 N-{(lS^)-H3,5^uoroben2yl>3-[(3-ethylbenzy^^ 
hydroxypropyl}-3-[(l,3-thiazol-5-ylsu^ 

N-{(lS^)-H3,5^uorobenzyl>3-[(3-ethyIbenzyl)amm 
hydroxypropyl} -3-[(l ,3-tMazol-2-ylsulfonyl)amino]benzamide, 

N^(lS;2R)-l-(3,5^uoroben^^ 
10 N 3 ^ 3 ^ropyl-5-{[(trifluorom 

N l -[(lS,2R)^-amm(^ 
dipropyl-5- {[(tiifluoromethyl)suto^ 

N 1 -[(lS,2R>3-amino-H3,5^uoioben2yl)-2^ 
[(me%lstdfonyl)amino]-N^^^^ 
15 ^-[(lS^RH^S^uorobenzy^^ 
[(methylsulfonyl)amino]^ 

N 1 -(tert-butyl>N 3 -{(lS^R>H3 a 5^uorobenzyl)-3-[(3- 
efhylbenzyl)aiiuno]"2-hydroxypropyl}isoph1halamide, 

20 ethylbenzyl)amino]-24ydro^ 

S-bromo-N^tert-butyl^ 
ethyIbenzyl)ainiQo]-2-hydroxypropyl} isophthalamide, 

3-terM)utoxy-N-{(lS£^^ 
2-hydroxypropyl}benzamide 3 
25 3-tert-butoxy-N-{Q^ 

2-hydioxypropyl}-5-methyIbenzainide, 

N-{(lS£R)-H3,5^fluon>benzyl>3-^^^ 
hydroxypropyl} -3- {[(trifluoix)methyl)sulfonyl]ainino}ben^^ 
N-{(lS£R)-l-(3,5^fluorobe^ 
30 hydroxypropyl} -3-(trifluoromethoxy)benzamide, and 
N-{(lS^)-H3,5^fluorobenzyl)^^^ 
hydroxypropyl}-3-methyl-5-(tiifluoromethoxy)benzamide. 
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218. A method for inhibiting beta-secretase activity, comprising exposing said beta- 
secretase to an effective inhibitory amount of a compound of formula (X) 



5 where R lf R 2 , R3, Rn and Rc are as defined in claim 1, 
or apharmaceutically acceptable salt thereof. 

219. The method of claim 218, wherein said beta-secretase is exposed to said 
10 compound in vitro. 

220. The method of claim 218, wherein said beta-secretase is exposed to said 
compound in a cell. 

15 221. The method of claim 220, wherein said cell is in an animal. ...... . 

222. The method of claim 221, wherein said animal is a human. 

223 . A method for inhibiting cleavage of amyloid precursor protein (APP), in a 
20 reaction mixture, at a site between Met596 and Asp597, numbered for the APP-695 

amino acid isotype; or at a corresponding site of an isotype or mutant thereof 
comprising exposing said reaction mixture to an effective inhibitory amount of a 
compound of formula (X) 



OH 




Ri R2 ^3 



(X) 



OH 




R1 R2 R3 



(X) 



25 



where Ri, R 2 , R3, Rn and Rc are as defined in claim 1, 
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or a pharmaceutical^ acceptable salt thereof 

224. The method of claim 223, wherein said cleavage site is between Met652 and 
5 Asp653, numbered for the APP-75 1 isotype; between Met 671 and Asp 672, 
numbered for the APP-770 isotype; between Leu596 and Asp597 of the APP-695 
Swedish Mutation; between Leu652 and Asp653 of the APP-751 Swedish 
Mutation; or between Leu671 and Asp672 of the APP-770 Swedish Mutation. 

10 225. The method of claim 223, wherein said reaction mixture is exposed in vitro. 

226. The method of claim 223, wherein said reaction mixture is exposed in a cell 

227. The method of claim 226, wherein said cell is an animal cell. 



228. The method of claim 227, wherein said cell is a human cell. 

229. A method for inhibiting production of amyloid beta peptide (A beta) in a cell, 
comprising administering to said cell an effective inhibitory amount of a compound 

20 offormula(X) 



15 



OH 




Rl R2 R3 



where Ri, R2, R3, Rn and Rc are as defined in claim 1, 
or a pharmaceutical acceptable salt thereof 



25 



230. The method of claim 229, wherein said administering is to an animal. 



231. The method of claim 230, wherein said administering is to a human. 
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232. A method for inhibiting the production of beta-amyloid plaque in an animal, 
comprising administering to said animal an effective inhibitory amount of a 
compound of formula (X) 

OH 



N CH NH 



C Rc 

I /\ 

R 1 R 2 R 3 



where R u R2, R3, Rn and Rc are as defined in claim 1, 
or a pharmaceutically acceptable salt thereof. 



10 233. The method of claim 232, wherein said animal is a human. 



234. A method for treating or preventing a disease characterized by beta-amyloid 
deposits in the brain comprising administering to a patient an effective therapeutic 
amount of a compound of formula (X) 

OH r " 

Rm I 

X N £H NH 



C R~ 

1 /\ * 

R 1 R 2 R 3 



where Ri, R2, R3, Rn and Rc are as defined in claim 1, 
or a pharmaceutically acceptable salt thereof. 



20 

235. The method of claim 234, wherein said therapeutic amount is in the range of 
from about 0.1 to about 1000 mg/day. 

236. The method of claim 234, wherein said thereapeutic amount is in the range of 
25 from about 15 to about 1500 mg/day. 
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237. The method of claim 236, wherein said thereapeutic amount is in the range of 
from about 1 to about 100 mg/day. 

238. The method of claim 237, wherein said thereapeutic amount is in the range of 
5 from about 5 to about 50 mg/day. 

239. The method of claim 234, wherein said disease is Alzheimer's disease. 

240. The method of claim 234, wherein said disease is Mild Cognitive Impairment, 
10 Down's Syndrome, or Hereditary Cerebral Hemmorrfiage with Amyloidosis of the 

Dutch Type. 

241. A composition comprising beta-secretase complexed with a compound of 
formula (X) 



20 242. A method for producing a beta-secretase complex comprising: exposing beta- 
secretase, in a reaction mixture under conditions suitable for the production of said 
complex, to a compound of formula (X) 




R<i R2 ^3 



(X) 



where R u R2, R3, Rn and Rc axe as defined in claim 1, 
or a pharmaceutically acceptable salt thereof. 




R1 ^2 



25 where R ts R 2 , R3, Rn and Rc are as defined in claim 1, 
or a pharmaceutically acceptable salt thereof. 
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243. The method of claim 242, where said exposing is in vitro. 

244. The method of claim 242, wherein said reaction mixture is a cell. 

5 

245. A kit comprising component parts capable of being assembled, wherein at least 
one component part comprises, enclosed in a container, a compound of formula (X) 



10 where Ri , Rz, R3, Rn and Rc are as defined in claim 1 , 
or a pharmaceutical^ acceptable salt thereof. 

246. The kit of claim 245, wherein said compound is lyophilized and at least one 
further component part comprises a diluent 



247. A kit comprising a plurality of containers, each container comprising one or 
more unit dose of a compound of formula (X) 



OH 




R1 R2 ^3 



15 




(X) 



^2 ^3 



20 where Ri,R2,R3,Rn and Rc are as defined in claim 1, 
or a phannaceutically acceptable salt thereof 



25 



248. The kit of claim 247, wherein each container is adapted for oral delivery and 
comprises a tablet, gel, or capsule. 
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249. The kit of claim 248, wherein each container is adapted for parasternal 
delivery and comprises a depot product, syringe, ampoule, or vial. 

250. The kit of claim 248, wherein each container is adapted for topical delivery 
5 and comprises a patch, medipad, ointment, or cream. 

251 . A kit comprising one or more therapeutic agent selected from the group 
consisting of an antioxidant, an anti-infl amatory, a gamma secretase inhibitor, a 
neurotrophic agent, an acetylcholinesterase inhibitor, a statin, an A beta peptide, 

10 and an anti-A beta antibody; and 
a compound of formula (X) 



OH 




Rj R2 R3 



where Ri, R 2 , R3, Rn and Rc are as defined in claim 1, 
15 or a pharmaceutically acceptable salt thereof. 



252. A composition comprising an inert diluent or edible carrier; and 
a compound of formula (X) 



OH 




R«t R2 R3 



(X) 



20 



where Ri, R 2 , R3, Rn and Rc are as defined in claim 1 , 
or a pharmaceutically acceptable salt thereof. 



253. The composition of claim 252, wherein said carrier is an oil. 

25 
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254. A composition comprising a binder, excipient, disintegrating agent, lubricant, 
or gildant; and 



10 



a compound of formula (X) 



OH 

i /\ 

Ri R2 ^3 



where Ri, Ra, R 3 , Rn and Rc are as defined in claim 1, 
or a pharmaceutically acceptable salt thereof.. 

255. A composition comprising a compound of formula (X) 

OH 

v 1 

1 /\ . 

Ri R2 % 



where Ri, R 2 , R3, Rn and Rc are as defined in claim 1, 

or a pharmaceutically acceptable salt thereof, 

and where the compound is disposed in a cream, ointment, or patch. 



(X) 



(X) 



15 
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